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for a different kind of calm 


BuSpar cuts the link between 
efficacy and CNS-depressant 
effects 


BuSpar relieves anxiety’ 
and returns your patient to 
normal activity 


... with no more drowsiness (10%) 
than induced by placebo (996) 


... without significant Cognitive’ 
or functional impairment* 
... Without a benzodiazepine 


withdrawal syndrome on 
discontinuation‘ 
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Well tolerated 


The more commonly observed 
untoward events associated 

with the use of BuSpar not seen 

at an equivalent incidence 

among placebo-treated patients 
include dizziness (12%), nausea (8%), 
headache (6%), nervousness (595), 
lightheadedness (596), 

and excitement (2%). 


*Because the effects of BuSpar in any individual 


patient may not be predictable, patients should be 
cautioned about operating an automobile or using 
complex machinery until they are reasonably 
certain that BuSpar treatment does not affect 
them adversely. 
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cluded: central nervous system disturbances (3.4%), primarily dizziness, insomnia, nervousness, drowsiness, 
lightheaded feeling, gastrointestinal disturbances (1.296), primarily nausea; miscellaneous disturbances 
(1.1%), primarily headache and fatigue. In addition, 3.4% of patients had multiple complaints, none of which 
could be characterized as brat 
Incidence in Controlled Clinical Trials—Adverse events reported by 1% or more ol 477 patients who re- 
ceived buspirone in four-week, controlled trials: Cardiovascular: Tachycardia/palpitations 1%. CNS: Dizziness 
12%, drowsiness 10%, nervousness 5%, insomnia 3%, lightheadedness 3%, decreased concentration 2%, 
excitement 2%, anger/hostility 2%, confusion 2%, depression 2%. EENT: Blurred vision 2%. Gastrointestinal: 
Nausea 8%, dry mouth 3%, abdominal/gastric distress 2%, diarrhea 2%, constipation 1%, vomiting 1%. Mus- 
culoskeletal: Musculoskeletal aches/pains 1%. Neurological: Numbness 296, paresthesia 1%, incoordination 
v. tremor i4 Skin: Skin rash 1%. Miscellaneous: Headache 6%, fatigue 4%, weakness 2%, swealing/ 
clamminess 1%. 
Other Events Observed During the Entire Premarketing Evaluation—The relative frequency of all 
other undesirable events reasonably associated with the use of buspirone in approximately 3000 subjects who 
took multiple doses of the drug under well-controlled, open, and uncontrolled conditions is defined as follows: 
Frequent are those occurring in at least 1/100 patients; infrequent are those occurring in 1/100 to 1/1000 patients; 
and rare are those occurring in less than 1/1000 patients. Cardiovascular —trequent: non-specific chest pain; in- 
frequent: syncope, hypotension, hypertension: rare: cerebrovascular accident, congestive heart failure, myo- 
cardial infarction, cardiomyopathy, bradycardia. Central Nervous System—trequent: dream disturbances: 
infrequent: depersonalization, dysphoria, noise intolerance, euphoria, akathisia, fearfulness, loss of interest, 
dissociative reaction, hallucinations, suicida. 'deation, seizures; rare: feelings of claustrophobia, cold intoler- 
ance, stupor, slurred speech, psychosis. EENT—frequent: tinnitus, sore throat, nasal congestion; infrequent: 
redness and itching of the eyes, altered taste, altered smell, conjunctivitis; rare: inner ear abnormality, eye pain, 
. photophobia, pressure on eyes. Endocrine—rare: galactorrhea, thyroid abnormality. Gastrointestinal — 
infrequent: flatulence, anorexia, increased appetite, salivation, irritable colon, rectal bleeding; rare: burning of 
the tongue. Genitourinary—intrequent: urinary frequency, urinary hesitancy, menstrual irregularity and spot- 
ling, dysuria; rare: amenorrhea, pelvic inflammatory disease, enuresis, nocturia. Musculoskeletal —infrequent: 
muscle cramps, muscle spasms, rigid/stiff muscles, arthralgias. Neurological —infrequent: involuntary move- 
ments, slowed reaction time; rare: muscle weakness. Respiratory —intrequent: hyperventilation, shortness of 


breath, chest congestion; rare: epistaxis. Sexual Function—infrequent: decreased or increased libido; rare: de- 
layed ejaculation, impotence. Skin—intrequent: edema, pruritus, flushing, easy bruising, hair loss, dry skin, 
facial edema, blisters; rare: acne, thinning of nails. Clinical Laboratory—intrequent: increases in hepatic 
aminotransferases (SGOT, SGPT); rare: eosinophilia, leukopenia, thrombocytopenia. Miscellaneous— 
infrequent: weight gain, fever, roaring sensation in the head, weight loss, malaise; rare: alcohol abuse, bleeding 
disturbance, loss of voice, hiccoughs. 


Postintroduction Clinical Experience—Rare occurrences of allergic reactions, cogwheel rigidity, M 
tonic reactions, ecchymosis, emotional lability, tunnel vision, and urinary retention have been reported. Be- 
a of the uncontrolled nature of these spontaneous reports, a causal relationship to BuSpar has not been 
etermined. 
Drug Abuse and Dependence: Controlled Substance Class—Not a controlled substance. 
Physical and Psychological Dependence—Buspirone has shown no potential for abuse or diversion 
and there is no evidence that it causes tolerance, or either physical or psychological dependence. However, 
since it is difficult to predict from experiments the extent to which a CNS-active drug will be misused, diverted. 
and/or abused once marketed, physicians should carefully evaluate patients for a history of drug abuse and fol- 
low such patients closely, observing them for signs of buspirone misuse or abuse (eg, development of toler- 
ance, incrementation of dose, drug-seeking behavior). 
Overdosage: Signs and Symptoms—At doses approaching 375 mg/day the following symptoms were 
observed: nausea, vomiting, dizziness, drowsiness, miosis, and gastric distress. No deaths have been reported 
in humans either with deliberate or accidental overdosage. 
Recommended Overdose Treatment—General symptomatic and supportive measures should be used 
along with immediate gastric lavage. No specific antidote is known and dialyzability of buspirone has not been 


determined. 
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For complete details, see Prescribing Information 

or consult your Mead Johnson Pharmaceuticals 
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INTELLIGENT ECT FROM MECTA CORP. 
UL LISTED CSA CERTIFIED 


MODULAR AND COMPUTERIZED 


SR/JR FEATURES INCLUDE: 


* Continuous reading of energy in Joules 
* Tiltable Liquid Crystal Display 
| © Bi-polar brief pulse stimulus 
| e Adjustable constant current stimulus 
- © Audible warning prior to treatment 
` e Remote control capabilities 
100% expected seizure induction 
e Totally isolated for maximum safety 
* Single or multiple energy control(s) 
* All parameters displayed in text form 
e Increased energy for difficult cases 
* Built-in self test for patient safety 
e Steady warning tone during treatment 


© Protected STIMULUS CONTROL push button 


* Timing accuracy better than .1% 
* | year parts and labor warranty 
© Operates on 120 or 240 VAC 

* Complete with all accessories 


PRINTED SELF TEST 
AND TREATMENT RESULTS 


ADDITIONAL FEATURES INCLUDED 
WITH ALL SR MODELS ARE: 


* EEG instrumentation amplifier 

* Built-in 2 channel digital chart recorder 

* Numeric timing marks during monitoring 

* Printed record of energy level 

* Printed date and time of treatment E . fy 

© ECG instrumentation amplifier À 

* Selectable single or dual channel —2 

e Printed record of treatment and self test pal SIMPLICITY 
* Printed record of stimulus parameters BP 

* Modular design for maximum flexibility 


MECTA Corporation — 7015 Sw McEwan Road Lake Oswego, OR 97034 (503) 245-6975 
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Psychiatrists 


Making a career move? Why not let your 
Association work for you. For a confidential dis- 
cussion of how we can assist you call or write: 


Graeme Fergusson, Placement Coordinator 
APA / Psychiatric Placement Service 
1400 K Street N.W., Washington, D.C. 20005 
(202) 682-6108/682-6370 


Dedicated to Serving Mental Health Facilities 
& Psychiatrists Nationwide. 


Plenum Books 


ADVANCES IN 
PSYCHIATRY |; 





HANDBOOK OF DEVELOPMENTAL 
PSYCHOPATHOLOGY 


edited by Michael Lewis and Suzanne M. Miller 
with a foreword by Norman Garmezy 


*... A landmark volume . . . the authoritative reviews . . . go 
a long way toward giving us much-needed new approaches for 
understanding disorders and their classification. ” 
—Robert N. Emde, University of Colorado 
Health Sciences Center, Denver 


This volume provides a gateway to the new interdisciplinary 
basic and clinical science.of developmental psychology. 
Individual chapters focus on a developmental discussion of 
major disorders identified in DSM-III-R, such as attention 
deficit, conduct, and anxiety disorders. 

0-306-43190-4/556 pp./ill./1990/$70.00 

text adoption price on orders of six or more copies: $39.50 


APPLICATION OF BASIC 
NEUROSCIENCE TO CHILD 
PSYCHIATRY 


edited by Stephen I. Deutsch, Abraham 
Weizman, and Ronit Weizman 


This volume will familiarize clinicians and neuroscientists 
with many of the recent developments in the neurosciences 
that have immediate or prospective relevance to child 
psychiatry. Twenty-four chapters are collected under the 
following section heads: basic neuroscience considerations; 
application to specific clinical disorders; and evaluation, 
drug development, and ethical considerations. 
0-306-43357-5/422 pp./ill./1990/59.50 

text adoption price on orders of six or more copies: $34.50 


WOMEN'S PROGRESS 


Promises and Problems 
edited by Jeanne Spurlock and Carolyn Robinowitz 


Topics include family structures; families of adoption; 
parenting; women with extraordinary problems, including a 
discussion of homelessness; and issues of sexual lifestyles 
that have been labeled non-traditional. A volume in the 
series Women in Context: Development and Stresses. 
0-306-43422-9/270 pp./ill./1990/$39.50 

text adoption price on orders of six or more copies: $24.50 


RECENT DEVELOPMENTS IN 
ALCOHOLISM 


An Official Publication of the American Society 

of Addiction Medicine and the Research Society 

on Alcoholism 

Volume 8 

Combined Alcohol and Other Drug Dependence 
edited by Marc Galanter 


From a review of an earlier volume: 
* . . . each topic is covered in sufficient depth, currency, and 
clarity to be of value to the neophyte and the seasoned re- 


searcher/climcian. —American Journal of Psychiatry 


0-306-43349-4/366 pp./ill./1990/$69.50 


Book prices are 20% higher outside US & Canada. 


PLENUM PUBLISHING CORPORATION 

233 Spring Street THE LANGUAGE OF SCENE 
New York, NY 10013-1578 Plenum 
Telephone orders: 212-620-8000/1-800-221-9369 (CESS CORPORA 
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The Relation Between Alcohol Problems and the Anxiety Disorders 
By Matt G. Kushner, Kenneth J. Sher, and Bernard D. Beitman 


Organic Mental Disorders Caused by HIV: 
Update on Early Diagnosis and Treatment 


By Samuel W. Perry 
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Her anxiolytic 
is working— 

but she’s alert, 
functioning, and ' 
atnoriskofa ` 
benzodiazepine £ 
withdrawal i 
syndrome when 
therapy ends. 





BuSpar’® (buspirone HCI) 


References: 1. Rickels K, etal. Buspirone and diazepam in anxiety: A controlled study. J Clin Psychiatry 1982;43(12, Sec 2):81-86 
2. Newton RE. etal: A review of the side effect profile of buspirone. Am J Med 1986;80(supp! 3B):17-21. 3. Lucki |, et al: Differential 
effects of the anxiolytic drugs, diazepam and buspirone, on memory function. Br J Clin Pharmacol 1987,23:207-211. 4. Lader M 
Assessing the potential for buspirone dependence or abuse and effects of its withdrawal Am J Med 1987:82(suppl 5A):20-26 


Contraindications: Hypersensitivity to buspirone hydrochloride. 

Warnings: The administration of BuSpar to a patient taking a monoamine oxidase inhibitor 
(MAO!) may pose a hazard. Since blood pressure has become elevated when BuSpar was administered 
concomitantly with an MAOI, such concomitant use is not recommended. BuSpar should not be employed in 
lieu of appropriate antipsychotic treatment 

Precautions: General—Interference with cognitive and motor performance: Although buspirone is less se- 
dating than other anxiolytics and does not produce significant functional impairment, its CNS effects in a given 
patient may not be predictable; therefore, patients should be cautioned about operating an automobile or using 
complex machinery until they are reasonably certain that buspirone does not affect them adversely. Although 
buspirone has not been shown to increase alcohol-induced impairment in motor and mental performance, it is 
orudent to avoid concomitant use with alcohol. 

Potential for withdrawal reactions in sedative/hypnotic/anxiolytic drug dependent patients: Because buspirone 
will not block the withdrawal syndrome often seen with cessation of therapy with benzodiazepines and other 
common sedative/hypnotic drugs, before starting buspirone withdraw patients gradually from their prior treat- 
ment, especially those who used a CNS depressant chronically. Rebound or withdrawal symptoms may occur 
over varying time periods, depending in part on the type of drug and its elimination half-life The withdrawal 
syndrome can appear as any combination of irritability, anxiety, agitation, insomnia, tremor, abdominal cramps, 
muscle cramps, vomiting, sweating, flu-like symptoms without fever, and occasionally, even as seizures 
Possible concerns related to buspirone's binding to dopamine receptors: Because buspirone can bind to cen- 
tral dopamine receptors, a question has been raised about its potential to cause acute and chronic changes in 
dopamine mediated neurological function (eg, dystonia, pseudoparkinsonism, akathisia, and tardive dyskine- 
sia). Clinical experience in controlled trials has failed to identify any significant neuroleptic-like activity; how- 
ever, a syndrome of restlessness, appearing shortly after initiation of treatment, has been reported; the 
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syndrome may be due to increased central noradrenergic activity or may be attributable to dopaminergic effec 
(ie, represent akathisia). 
information for Patients —Patients should be instructed to inform their physician about any medicatior 
prescription or nonprescription, alcohol or drugs they are now taking or plan to take during treatment with De 
spirone; to inform their physician if they are pregnant, are planning to become pregnant, or become pregna 
while taking buspirone; to inform their physician if they are breast feeding; and not to drive a car or operate f 
tentially dangerous machinery until they experience how this medication affects them. 
Drug Ínteractions—Concomitant use with other CNS active drugs should be approached with caution (S 
Warnings). Concomitant use with trazodone may have caused 3- to 6-fold elevations on SGPT (ALT) in a fee | 
patients. Concomitant administration of BuSpar and haloperidol resulted in increased serum haloperidol Com 
centrations in normal volunteers. The clinical significance is not clear. Buspirone does not displace tight ' 
bound drugs like phenytoin, propranolol, and warfarin from serum proteins, but may displace less firm 
bound drugs like digoxin. However, there was one report of prolonged prothrombin time when buspirone y 
tel to a patient also treated with warfarin, phenytoin, phenobarbital, digoxin, and Synthroid. 

arcinogenesis, Mutagenesis, Impairment of Fertility —No evidence of carcinogenic potential w— —— 
observed in rats or mice; buspirone did not induce point mutations, nor was DNA damage observed; chrorr 
somal aberrations or abnormalities did not occur 
Pregnancy: Teratogenic Effects—Pregnancy Category B: Should be used during pregnancy onlye 
clearly needed. 
Nursing Mothers —Administration to nursing women should be avoided if clinically possible. 
Pediatric Use —The safety and effectiveness have not been determined in individuals below 18 years of awe 
Use in the Elderly —No unusual, adverse, age-related phenomena have been identified in elderly patie 
receiving a total, modal daily dose of 15 mg. 
Use in Patients with Impaired Hepatic or Renal Function—Since buspirone is metabolized Dy. 
liver and excreted by the kidneys, it is not recommended in severe hepatic or renal impairment. i 
Adverse Reactions (See also Precautions): Commonly Observed—The more commonly obser 
untoward events, not seen at an equivalent incidence in placebo-treated patients, include dizziness, naus 
headache, nervousness, lightheadedness, and excitement 
Associated with Discontinuation of Treatment—1he more common events causing discontinuation 
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"IT FEELS GOOD 
TO FEEL USEFUL AGAIN" 


For the chronic schizophrenic patient, 
Navane can mean more competent 
work performance,'” and a smoother 
path towards social recovery. Navane 
may help improve the ability to 
concentrate, and promote a better 


attitude toward work and co-workers.'? 


Anticholinergic* and cardiovascular? 
side effects in patients treated with 
Navane are reported infrequently. 
Should extrapyramidal symptoms 
occur, they usually can be controlled. 


In schizophrenia, 


2776 rise in work output 
compared to baseline shown 
in patients switched to Navane?? 


IMPROVEMENT 
THIOTHIXENE GROUP 
DETERIORATION REGULAR MEDICATION GROUP 


MONTHS OF STUDY 
(Adapted from DiMascio and Demirgian?.3) 
Forty-two psychotic male and female patients under age 55 were 
entered in this study on a nonblind basis, and randomly assigned to 
their regular medication or switched to thiothixene. Patients were 


evaluated at baseline and on a daily basis, and periodically rated on 
the Global Improvement and Brief Psychiatric Rating Scales. 


PERCENT CHANGE 


Navane thicthivenel(thiothivene HO 


Please see brief summary of NAVANE* (thiothixene/thiothixene HCI) prescribing information on adjacent page. 











(thiothixene) (thiothixene HUI 


It feels good to feel 
useful again 


References: 1. Bressler B, Friedel RO: A comparison between oa sog and thiothixene in a Veterans 
Administration hospital population. Psychosomatics 1971;12:275- 77. 2. DiMascio A, hairy a E: Stud 
of the activating properties of thiothixene. Psychosomatics 1972;13:105-108. 3. DiMascio A, Demirgian E: 
Job training in the rehabilitation of the chronic schizophrenic. Presented as a Scientific Exhibit at The Amer- 
ican Psychiatric Association. Washington, DC, May 3-6, 1971. 4. Goldstein B, Weiner D, Banas F: Clinical 
evaluation of thiothixene in chronic ambulatory schizophrenic patients, in Lehmann HE, Ban TA (eds): The 
Thioxanthenes: Modern Problems of Pharmacopsychiatry. Basel, Switzerland, S. Karger, 1969, vol 2, pp 
45-52. 5. Dillenkoffer RL, Gallant DM, George RB, et al: Electrocardiographic evaluation of schizophrenic 
patients: A double-blind comparison. Presented as a Scientific Exhibit at The 125th Annual Meeting of the 
American Psychiatric Association, Dallas, May 1-4, 1972. 6. Data available on request from Roerig. 


BRIEF SUMMARY OF PRESCRIBING INFORMATION 

Navane® (thiothixene) Capsules: 1 mg, 2 mg, 5 mg, 10 mg, 20 mg 

aes m hydrochloride) Concentrate: 5 mg/ml, intramuscular: 2 mg/ml, 5 mg/ml 

ndications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mental retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose states, central nervous 
system depression due to any cause, and blood dyscrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. It is not known whether there is a cross-sensitivity between the thioxanthenes 
and the phenothiazine derivatives, but the possibility should be considered. 
Warnings: Tardive Dyskinesia— Tardive dyskinesia, a syndrome consisting of potentially irreversible, in- 
voluntary, dyskinetic movements may develop in patients treated with neuroleptic (antipsychotic) drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, 
itis impossible to rely upon prevalence estimates to predict, at the inception of neuroleptic treatment, which 
patients are likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to 
cause tardive dyskinesia is unknown. 

Both the risk of developing the syndrome and the likelihood that it will become irreversible are believed 
to increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to 
the — increase. However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask the underlying disease process. The effect that symptomatic suppression has upon the long-term 
course of the syndrome is unknown. 

Given these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tients who suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. In pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment producing 
a chee clinical response should be sought. The need for continued treatment should be reassessed 
periodically 

If signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation 
rh be considered. However, some patients may require treatment despite the presence of the 
syndrome. 

(For further information about the description of tardive dyskinesia and its clinical detection, please refer 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythimas). 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a iagnosis, it IS 
important to identify cases where the clinical presentation includes both serious medical illness Ta , pneu- 
monia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms 
(EPS). Other important considerations in the differential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system ICNS) pathology. 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive s A erp treatment and medical uae and 
3) treatment of any concomitant serious medical problems for which specific treatments are available. There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported. 

Usage in Pregnancy—Safe use of Navane during pregnancy has not been established. Therefore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any — effects. 

In the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size. and an increase in resorption rate in rats and rabbits, changes which have been similarly reported with 
other eta agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day), rabbits 
(3 to 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects 
were seen. (See Precautions.) 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because 
safety and efficacy in the ne - group have not been established. 

As is true with many CNS drugs, Navane may impair the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs, patients pee! Navane should be cautioned about the pos- 
sible additive effects (which may include hypotension) with CNS depressants and with alcohol. 
Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a state of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently. EPA 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants other than anticonvulsant drugs. 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. 

Also, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used only if well developed, such as in certain adults and older children, and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gne 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

Information for Patients— Given the likelihood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use is contemplated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines. all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
oe These changes are usually reversible and frequently disappear on continued Navane therapy. 

he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
sv DIN. Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

: Moe has been reported in infants delivered from mothers having received structurally related 
rugs. 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. 
Management of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed by reducing the dosage of Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive pr may appear in some 
patients on long-term therapy or may occur after drug therapy has been iscontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (e.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, phi should be monitored on an ongoing ba- 
sis. It has been reported that fine vermicular movement of the tongue may be an early sign of the s ndrome. 
If this or any other presentation of the syndrome is observed, the clinician should consider possible discor- 
tinuation o poraka cn medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, ha 2 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other psychotropic drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Allergic Reactions: Rash, pruritus, urticaria, p and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, hypoglycemia, hyperglycemia, and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic TW erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regarding NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage of Navane should be individually adjusted depending on the chronicity and severity of the 
condition. See full prescribing information. 

—— For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information. 
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human condition” * 
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HUMANISM 


An Introduction to a Comprehenstve Psychology and Philosophy of Mind 


“This exciting book has some- 
thing for everyone: student, lay 
person, professional, parent, and 
anyone who has been reaching 
for psychological truth. It brims 
with thought-provoking insights 
which have immediate applica- 
bility to everyday personal and 
clinical experience. 


—* Antonia Bercovici, Past President, California State 
Psychological Association; Department of Psychology, 
University of California at Berkeley 


An important contribution to the 
psychological literature . . . . 
Monumental in its scope . . . . A truly 
original work . . . .99 


—Jacob Kraemer Tebes, Departments of Psychiatry and Psychology, 
Yale University 


| ntrapsychic Humanism offers a new, comprehensive, 
unified view of child development, paradigmatic adult 
functioning, and psychopathology that leads to the first 
thoroughly optimist:c psychodynamic approach to parenting 
and therapeutic intervention. 


This revolutionary new depth psychology, developed over the 
past 1/ years by William Joseph Pieper, M.D., a psychiatrist and 
psychoanalyst, and Martha Heineman Pieper, Ph.D., a clincial 
social worker, presents the first view of individuation based on 
conscious motives for pleasure rather than unconscious motives 
for pain; the first in which the self is a product of a caregiving 
relationship that is not encumbered by “innate” psychic conflicts. 


WILLIAM JOSEPH PIEPER, M.D. 


For credit card orders 
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Free of the determinism and pessimism of traditional psychol- a ward 
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in traditional psychodynamic approaches. 
The Piepers have reconceptualized the 
therapeutic process as a unique type of 
caregiving that makes it possible both to 
alleviate specific symptoms and to engender a 
stable inner well-being heretofore inaccessible 
to the patient or client. 


This groundbreaking psychology has been 
practiced by Martha Heineman Piepe- and 
William Joseph Pieper in a wide variety of 
clinical settings with demonstrable effective- 
ness. At a time of widespread dissatisfaction 
with existing theories and therapies, Intra- 
psychic Humanism is conceptually satisfying 
and positive about practice, offering new 
grounds for optimism in the helping 
professions. 


MARTHA HEINEMAN PIEPER, Ph.D., is 
adjunct professor at Smith College School for 
Social Work. WILLIAM JOSEPH PIEPER, 
M.D., is clinical associate professor of 
psychiatry at Rush Presbyterian-St. Lukes 
Medical School. The Piepers are in private 
practice in Chicago. 

Don't miss this critically important book. 
Order your copy today. 

Special introductory price of $38.00 is 
good until October 31, 1990. (Regular orice 
thereafter: $47.50.) 

To order, send check or money order for 
338.00 plus $2.50 shipping and handling 
(Illinois residents please add sales tax) to 


THE FALCON II PRESS, INC. 


9400 Sears Tower 


Chicago, IL 60606 
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With depression.. 


In a clinical trial, XANAX was effective in reducing 
anxiety symptoms associated with moderate to severe 


depression* 
The usual starting dosage of XANAX is 0.25 to 


Patients taking XANAX should be alerted to 
0.5 mg tid. 


possible additive CNS depressant effects when it is 
administered with other medications that produce 


CNS depression. 


*Data on file The Upjohn Company 
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XANAX” Tablets 
(alprazolam, G ) 


INDICATIONS AND USAGE 

Anxiety disorders. short-term relief of the symptoms of anxiety. and anxiety 

associated with depression. Anxiety or tension associated with the stress of 

everyday life usually does not require an anxiolytic. Effectiveness for more 

than four months has not been established: periodically reassess the use- 

fulness of the drug for the individual patient 

GONTRAINDICATIONS 

Sensitivity to XANAX or other benzodiazepines. and in acute narrow angle 

glaucoma 

WARNINGS 

XANAX is not of value in treating psychosis and should not be used in lieu 

of appropriate treatment. Patients receiving XANAX should be cautioned 

about hazardous occupations or activities requiring full alertness and also 

about simultaneous ingestion of alcohol or other CNS depressants 
Benzodiazepines can cause fetal harm in pregnant women. hence women 

who may become pregnant should be warned. Avoid during the first tri- 

mester Withdrawal seizures have been reported upon rapid dose reduction 

or abrupt discontinuation. thus reduce dose gradually. (See Drug Abuse and 

Dependence and Dosage and Administration.) 

PRECAUTIONS 


General: If XANAX is combined with other psychotropics or anticonvulsants, 


consider drug potentiation. (See Drug Interactions.) Use the usual precautions 
in patients with renal or hepatic impairment and regarding prescription size 
in depressed and suicidal patients. In elderly and debilitated patients. use 
the lowest possible dose. (See Dosage and Administration.) Hypomania 
and mania has been reported in depressed patients 

Information for Patients: Alert patients about: (a) consumption of alcohol 
and drugs.(b) possible fetal abnormalities. (c) operating machinery or driving, 
(d) not increasing dose of the drug due to risk of dependence. (e) not 
stopping the drug abruptly. Laboratory Tests: Not ordinarily required in other- 
wise healthy patients. Drug Interactions: Additive CNS depressant effects with 
other psychotropics. anticonvulsants. antihistamines, ethanol and other CNS 
depressants. Plasma levels of im pramine and desipramine are increased 
Pharmacokinetic interactions with other drugs have been reported. Cimetidine 
can delay clearance of benzodiazepines. Drug/Laboratory Test Interactions: NO 
consistent pattern for a drug or test. Carcinogenesis, Mutagenesis, Impairment of 
Fertility: No carcinogenic potential or impairment of fertility in rats. Pregnancy: 
See Warnings. Nonteratogenic Effecis: The child born of a mother on benzo- 
diazepines may be at some risk for withdrawal symptoms. neonatal flaccidity 
and respiratory problems. Labor and Delivery: No established use. Nursing 
Mothes: Benzodiazepines are excreted in human milk. Women on XANAX 
should not nurse. Pediatric Use: Safety and effectiveness in children below 
the age of 18 have not been established. 

ADVERSE REACTIONS 

Side effects are generally observed at the beginning of therapy and usually 
disapoear with continued medication. In the usual patient, the most frequent 
side effects are likely to be an extension of the pharmacologic activity of 
XANAX. e.g.. drowsiness or lightheadedness. 

Central nervous system: Drowsiness, lightheadedness. depression, headache, 
confusion. insomnia, nervousness. syncope. dizziness. akathisia. and tired- 
ness/sleepiness. Gastrointestinal: Dry mouth, constipation, diarrhea, nausea/ 
vomiting. and increased salivation. Cardiovascular. Tachycardia/palpitations. 
and hypotension. Sensory: Blurred vision. Musculoskeletal: Rigidity and tremor 
Cutanzous: Dermatitis/allergy. Other side effects: Nasal congestion. weight gain. 
and weight loss 

Withdrawal seizures with rapid decrease or abrupt discontinuation. (See 
Warnings.) 

The following adverse events have been reported with benzodiazepines: 
dystonia, irritability. concentration difficulties. anorexia, transient amnesia or 
memory impairment. loss of coordination. fatigue. seizures, sedation. slurred 
oed jaundice. musculoskeletal weakness. pruritus. diplopia. dysarthria, 

C 


anges in libido, menstrual irregularities, incontinence. and urinary retention. 


Paradoxical reactions such as stimulation. agitation, rage. increased muscle 
spasticity, sleep disturbances, ard hallucinations may occur Should these 
occur discontinue the drug. 

During prolonged treatment. periodic blood counts. urinalysis. and blood 
chemistry analysis are advisable. Minor EEG changes. of unknown signifi- 
cance. have been observed. 

Liver enzyme elevations, gynecomastia and galactorrhea have been re- 
ported but no causal relationship was established. 

DRUG ABUSE AND DEPENDENCE 

Physical and Psychological Dependence: Withdrawal symptoms including seizures 
have occurred following abrupt discontinuance or rapid dose reduction of 
benzodiazepines.(See Warnings.) Dosage should be gradually tapered under 
close supervision. Patients with a history of seizures or epilepsy should not 
be abruptly withdrawn from XANAX. Addiction-prone individuals should be 
under careful surveillance. Controlled Substance Class: XANAX is a controlled 
substance and has been assigned to schedule IV. 

OVERDOSAGE 

Manifestations include somnolence, confusion. impaired coordination, 
diminished reflexes and coma. No delayed reactions have been reported. 
DOSAGE AND ADMINISTRATION 

Dosage should be individualized. 

The usual starting dose is 0.25 to 0.5 mg, tid. Maximum total daily dose is 4 
mg. In the elderly or debilitated, the usual starting dose is 0.25 mg, two or 
three times daily. Reduce dosage gradually when terminating therapy, by 
no more than 0.5 mg every three days. 

HOW SUPPLIED 
XANAX Tablets are available as 0.25 mg, 0.5 mg, and | mg tablets. 
CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT 


PRESCRIPTION. B-8-S 
| Upjohn | THE UPJOHN COMPANY J-2252 
Kalamazoo, Michigan 49001. USA November, 1989 
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e Attention Deficit Disorder * 

e Childhood Depression and Suicide © 

e Cognitive Behavior Modification © 

ə Children from Dysfunctional Families © 

© Physical/Sexual Abuse * Much, much more * 
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Avoid confusion... 
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Stelazine 


ele lalene)i 


trifluoperazine HCI 


Available in Tablets: 1, 2,5 and 10 mg 
Multiple-dose Vials: 10 mL (2 mg/mL) 
Concentrate: 10 mg/mL 


Before prescribing, please see brief summary of 
prescribing information on adjacent page. 


SIXSF LAB CO. 


Manufactured and distributed by SK&F Lab Co., Cidra, P.R. 00639 OSK&F Lab Co., 1990 





m ® 
Stelazine brand of 


trifluoperazine HCI 


Before prescribing, see complete prescribing Information in SK&F Lab Co. 
literature or PDR. The following is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, blood 
dyscrasias; bone marrow depression; liver damage. 


Warnings: Tardive dyskinesia (TD) may develop in patients treated with neuroleptic (antipsy- 
chotic) drugs. The risk of TD and likelihood of irreversibility are thought to increase as duration 
of treatment and total cumulative neuroleptic dose increase. Much less commonly, the syn- 
drome can develop after relatively brief treatment at low doses. There is no known treatment 
for TD, although it may remit if neuroleptics are withdrawn. Neuroleptic treatment may 
suppress signs and symptoms of the syndrome and thereby mask the underlying disease 
process. To minimize risk of TD, generally reserve chronic neuroleptic treatrrient for patients 
who suffer from chronic illness that responds to neuroleptics and for whom alternative, 
effective, less harmful treatments are not available or appropriate. In patients requiring chronic 
treatment, the minimal effective dose and shortest duration of treatment should be sought. 
Periodically reassess need for continued treatment. If signs and symptoms of TD appear, 
discontinuation of neuroleptics should be considered. (See PRECAUTIONS.) 


Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been 
reported in association with antipsychotic drugs. Clinical manifestations include: Hyper- 
pyrexia, muscle rigidity, altered mental status and evidence of autonomic instability. 


The management of NMS should include 1) immediate discontinuation of antipsychotic drugs 
and other drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment, if available, of any concomitant serious medical 
prcblems. 


'Stelazine' Concentrate contains sodium bisulfite, which may cause allergic-type reactions 
inc'uding anaphylactic symptoms or asthmatic episodes in certain susceptible people. The 
prevalence of sulfite sensitivity in the general population is unknown and probably low and is 
seen more frequently in asthmatic than in non-asthmatic people. 


Generally avoid using in patients hypersensitive (e.g., have had blood dyscrasias, jaundice) 

to any phenothiazine. Caution patients about activities requiring alertness (e.g., operating 
vehicles or machinery), especially during the first few days’ therapy. Additive depressant effect 
is possible with other C.N.S. depressants, including alcohol. Do not use in pregnancy except 
when essential and potential benefits clearly outweigh possible hazards. Prolonged jaundice, 
extrapyramidal signs, hyperreflexia and hyporeflexia have been reported in newborns whose 
mothers received phenothiazines. There is evidence that phenothiazines are excreted in the 
breast milk of nursing mothers. 


Precautions: Since some patients chronically exposed to neuroleptics will develop tardive 
dyskinesia, it is advised that, if possible, full information about this risk be given to patients or 
their guardians when chronic use is contemplated. 


Use cautiously in angina. Avoid high doses and parenteral use when cardiovascular system is 
impaired since hypotension has occurred. Antiemetic effect may mask the signs of overdosage 
of other drugs or obscure diagnosis and treatment of certain physical disorders. Prolonged use 
of high doses may result in cumulative effects with severe C.N.S. or vasomotor symptoms. If 
retinal changes occur, discontinue drug. Agranulocytosis, thrombocytopenia, pancytopenia, 
anemia, cholestatic jaundice, liver damage have been reported. Use cautiously in patients with 
glaucoma. 


Patients with a history of long-term therapy with 'Stelazine' and/or other neuroleptics should 
be evaluated periodically for possible dosage adjustment or discontinuance of drug therapy. 
Neuroleptic drugs cause elevated prolactin levels that persist during chronic use. Since approxi- 
mately one-third of human breast cancers are prolactin-dependent in vitro, this elevation is of 
potential importance if neuroleptic drug use is contemplated in a patient with a previously 
detected breast cancer. However, clinical and epidemiologic studies to date have not shown 
an association between the chronic use of neuroleptic drugs and mammary tumorigenesis. 
Chromosomal aberrations in spermatocytes and abnormal sperm have been demonstrated in 
rodents treated with certain neuroleptics. Use cautiously in persons who will be exposed to 
extreme heat. 


Phenothiazines may diminish the effect of oral anticoagulants. Phenothiazines can produce 
alpha-adrenergic blockade. Concomitant use of phenothiazines with propranolol increases 
plasma levels of both drugs. Concurrent use of phenothiazines may counteract antihyperten- 
sive effects of guanethidine and related compounds. Thiazide diuretics may accentuate the 
orthostatic hypotension that may occur with phenothiazines. Phenothiazines may lower the 
convulsive threshold and may also precipitate phenytoin toxicity; dosage adjustments of 
anticonvulsants may be necessary. If neuromuscular reactions occur in pregnant women, OF in 
children, permanently stop neuroleptic therapy. Patients should not receive 'Stelazine' 48 
hours before or 24 hours after myelography with the contrast medium metrizamide. The 
presence of phenothiazines may produce false positive phenylketonuria (PKU) test results. 


Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, insomnia, 
amenorrhea, fatique, muscular weakness, anorexia, lactation, blurred vision. Neuromuscular 
(extrapyramidal) reactions: motor restlessness, dystonias, pseudo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dystonia. 


Other adverse reactions reported with Stelazine (trifluoperazine HCL SK&F) or 
other phenothiazines: Some adverse effects are more frequent or intense in specific 
disorders (e.g., mitral insufficiency or pheochromocytoma). 


Grand mal and petit mal convulsions, particularly in the presence, or with history, of EEG 
abnormalities; altered cerebrospinal fluid proteins; cerebral edema; prolongation and intensifi- 
cation of the action of C.N.S. depressants, atropine, heat, and organophosphorus insecticides; 
nasal congestion, headache, nausea, constipation, obstipation, adynamic ileus, ejaculatory 
disorders/impotence, priapism, atonic colon, urinary retention, miosis and mydriasis; reactiva- 
tion of psychotic processes, catatonic-l ke states, hypotension (sometimes fatal); cardiac arrest; 
leukopenia, eosinophilia, pancytopenia, agranulocytosis, thrombocytopenic purpura, hemo- 
lytic anemia, aplastic anemia, jaundice, biliary stasis, hyperglycemia, hypoglycemia, glycos- 
uria, menstrual irregularities, galactorrhea, gynecomastia, false positive pregnancy tests, 
photosensitivity, itching, erythema, urticaria, eczema up to exfoliative dermatitis, asthma, 
laryngeal edema, angioneurotic edema, anaphylactoid reactions, peripheral edema; reversed 
epinephrine effect; hyperpyrexia; mild fever after large I.M. doses; increased appetite; in- 
creased weight; a systemic lupus erythematosus-like syndrome; pigmentary retinopathy; with 
prolonged administration of substantial doses, skin pigmentation, epithelial keratopathy, and 
lenticular and corneal deposits; neuroleptic malignant syndrome, which may be fatal; EKG 
changes— particularly nonspecific, usually reversible Q and T wave distortions—have been 
observed. Temporary nausea, vomiting, dizziness, and tremulousness may follow abrupt 
cessation of high-dose therapy. NOTE: Sudden death in patients taking phenothiazines 
(apparently due to cardiac arrest or asphyxia due to failure of cough reflex) has been reported. 
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Powerful medicine 
to stop intrusive thoughts and acts 


“A\IND? IT'S SO HARD TO HIDE IT. 1 JUST 
JOP. AM 1 LOSING MY MIND? IT'S SO HAI 
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INTRODUCING 


Anatranil 


aomypramne HCI 


Powerful tricyclic therapy for 
obsessive-compulsive disorder 





A Relieves obsessions and compulsions in OCD 
patients with or without concomitant depression 


Reduces anxiety-producing intrusive thoughts’ 


Reduces ritualized behavior! 





A Dual mode of action creates a unique treatment role 


Anafranil IS believed to block the reuptake of serotonin and 
norepinephrine.” 


Á Safety and tolerability demonstrated in over 
20 years of worldwide use 


Symptoms are substantially reduced in 
approximately 58% of patients.’ 


The most common adverse events are dry mouth, somnolence, tremor, 
dizziness, constipation, and ejaculatory failure. Anafranil may lower the 
seizure threshold. See warnings and full Prescribing Information on the 
following pages. 


References: 1. DeVeaugh-Geiss J. Landau P K atz | R. Treatment of o mpulsive disorder wit 
clomipramine. Psychiatr Ann. 1989; 19:97-101. 2. Insel TR, Murphy DL. Coht » RMe al. Obses 'ompuls 
aisorder: A double-blind trial of clomipramine and ck orc Dre Arch Ger 1 Ps ychiatr y. 1983 ‘40 : 6t 05-61 Be a dn arf 
Insel TR, Zohar-Kadouch RC et al. Serotonergic r zd in o DSe: ssive-compulsive rder Arch Gt 
Psychiatry. 1988,45: 167-171. 4. Data on file, í SBA-GE IGY Corporati 
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clomipramine hydrochloride 

Capsules 

Prescribing information 
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sarta. Anatrend is avaiable as capsules of 25, 60, and 75 mg for oral administration, 
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monohydrochioride, and its structura! formula is: 
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CHOH, CHNS p "HO 
Clomipramme hydrochionde is a white to othwhite crystaline powder. itis 
soluble in water, in methanol, and in i motilena chide and PASKI 
ether and in hexane. ks molecoiec weight is 361.3. 
factie ingredients. D&C Red No. 33 (25-ng capsules oniyi, DAC Yellow No. 
E O me arpa FONE SK NOS galain, 
Megneckin stearate, metizytparaben, prop paraben, sficon daade, sodium 
leur sulfate, starch, and tanium diode. 


Macon ot 


ET PAG EUM So MD ee 
UM 

mechaniem is unknown, but CM T's reiativoly selective 

FH the rela c eror BH compar orare NE ded 


Perrier ral SiO mag er NOMAS M 
a solution. The biosvedabaity capsulas is not significantly 
affected by food. 


in a dose CMI 


vethin the recommended a 
ee 


After a single 60-mg oral dose, maximum plasma concentrations of CMI occur 
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92 After multiple daily doses of 150 mg of Anafranil, 
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independent of CM! concentration. The interaction between E diy 
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were only about 0.8- 1.3% of the dose administered. 
CMI does not induce drug metabolizing enzymes, as reesured by antipyrine 
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seizures isse WARNINGS). 
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(mean, 32 hw) and that of DMI from 54 hours to 77 hours (mean, 69 hy). 
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CML concentrations of the metabolite exceed drug on muftipie 


The effects of hepatic and renal impairment on the disposition of 
heve not been determined. 
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multicenter, plascabo-controlled, parallel-group studies, Including 

sides in aduits and one Soak study in chiidren and adolescents 10-17 years of 
age Patients in all studies had moderate-to-severe OCD (DS M-H0, with meen 
besaline ratings on the Yale-Brown Obsessive Scale ranging 
from 26 t0 28 and a mean baseline of 10 on the NIMH Clinical Globe! 
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Anatrani or other antidepressants, 

a E ER Darl chee a 14 days of treatment, 
with a monoamine oxidase (MAO) inhibitor. Crisis, seizures, coma, 


and death have bean such combinations. 
hive ie porn prr cng eho 

€ 

Dai roar weht ur ves rtc a the mos sic ink c 


aodio uides p LE Lacu 
who participated in the development pr 


Although dose appears ibe redit o wine thero isa confounding cf 
dose enis her o ee making it difficult to assess 
effect of aithor factor The abality to predict the occurrence of in 


escis sione See eee 

plasma concentration of CMI may be done-dapendant and 

aubvects the same dose. 

Sag erro ao byl 
ADMIN! 


wih other epleptogeric agents; n othor, te pions old had possil 
Gaon ruta n inier ec pro vta aor 
varying etiology, 


engaging In actives in which 

MA NY UM le COTE (4): UA Duro ea ee ae 
driving, swimming, climbing. 

PRECAUTIONS 
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Suicide: Since ideas wall duin rop neri id the risk of 
for Anagrand should be written for the 


leni dl ah ae ated Cult asymptomatic, 
upproidmatety 1400 patients rented with CMI in the pramarketing experience 
who hed ECGs, 1.5% developed abnormelities during veatimernt, compared vaith 


These changes were rarely associated 
wath significant clinical symptoms, Nevertheless, caution is necessary in 
patients with known cardiovascular disages, and gradual dose Wreton is 


Paychosis, Confuaion, And Other Neuropsychiairic Phebomena: Patients 
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E i delusione, hallucinations, psychotic 
Because of the uncontrolled nature of 


sore throat during treatment with Anafra 
Central Mervoun System: More than 30 cases of hyperthermia have bean 
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Anatrend should be discontinued for aa long as is clinically faesibie, and the 
anesthetist should be advised. 

Use jn Concorsitant Moess: As vith closely related tricyclic antidepressants, 
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Information for Patients 
Physicians are advised to discuss the following issues with pecerts for whom 
they prescribe Anadrand: 


t. The risk of sabure (S66 WARNINGS). 

2 The ee ere Hoi 

3 Sedis impair the menta! and/or | abükine required for ti 
performance of tasks, and since Anafranil is associated with a risk of 
seizures, patients shouid be cautioned about the performance of complex an 
b|ar-urttziloreud eg ar eerie 


4. Patients should be cautionad about using alcohol, barbiturates, or other CRY 
depressants concurrent since Anefrani) may exaggerate their reepanse to 2 b 


Speen should notify thelr physician i they become pregnant or Intend to = 
Patients should notify their physician X thay are bronst-feeding 

Drug interactions 

Tho risks of using Anefrand n combination with other drugs heve not bean 


Close supervision and careful of dosage are required when 
Anaran is administered or sympathomimetic drugs. 
pre ps have been reported to block the pharmaco- 
logic effects of similar agents, and such an effect ma 
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{see CLINICAL PHARMACOLOGY, Distribubion) 
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Pediatric Use 
in a controlled ciinical trial in chidren and adolescents (10-17 years of age}, 46 
adolescent 


Or less and 146 were 14-17 years of 
ie hy Sigel hah 
if any, effects long-term trestment with Anafranil may have on the grow! 
and develooment of children. 
The safety end effectiveness in chikiren below the age of 1) heve not been 
established. Therefore, specific recommendations cannot be made for the usa c 
Anatrand in chidren under the age of 10. 
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Other Events Observed Evaleatian of Anafrandl 
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ti ral: 


glaucoma, keratitis, labyrinth desorder night biindness, retinal 


exporrthaimos, 
' disorder, strabismus, visual feld defect. 


engorgement, broest fibroadenogis, dysple sis, endometrizi 
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DRUG ABUSE AND DEPENDENCE i 
Anatrand has not been systematically studied in animas or hurnans for its 
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The recommended treatment for tricyciic overdose may change pariodicsty. 
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DOSAGE AND ADMINISTRATION 
The treatment 


DMI, 
haitHives, tha prescriber shoutd take into Consideration the fact that steady-state 
LOGY). Therefore, after intel ftration, E may 
hres dosage adumanis. 


inersaged ? 
E the total dally dose may be given once dally at bedtime to 
denie sedation. 


hrhísl Troatinent/Dose Adjustment (Children and Adolescents} 
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given in divided dose with meals to reduce side affects) 


Do net store abore 88°F 30°C). Protect from moisture. 
Dispense in tight container (USP). 
ANIMAL TOXICOLOGY 
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CIBA Pharmaceutical Company 
Division of CIBA-GEIQY Corporation 
Summit, New Jersey 07901 


* Events reported by at east 1% of Anatrand patients are included 
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Calendar 


For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the.person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of destred publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


AUGUST 


August 11—15, annual meeting, American Sociological Asso- 
ciation, Washington, D.C. Contact William V. D’Antonio, 
1722 N Street, NW, Washington, DC 20036; 202-833- 
3410. 


August 11—15, 10th International Symposium for the Psy- 
chotherapy of Schizophrenia, Stockholm. Contact Johan 
Cullberg, Conference President, P.O. Box 6911, S-102 39 
Stockholm, Sweden; 46 8 2330990. 


August 15—17, 8th International Conference on Risk and 
Gambling, London. Contact Judy A. Cornelius, Conference 
Coordinator, Institute for the Study of Gambling and Com- 
mercial Gaming, College of Business Administration, Mail 
Stop No. 024, University of Nevada, Reno, NV 89557-0016; 
702-784-1477. 


August 18—24, Sth European Congress of Hypnosis in Psy- 
chotherapy and Psychosomatic Medicine, Konstanz. Contact 
Walter Bongartz, University of Konstanz, 750 Konstanz, 
Federal Republic of Germany. 


August 20—23, 9th International Congress, Medical Infor- 
matics Europe 90, “Health Added Value,” Glasgow. Contact 
Dr. J. Bryden, Consultant in Health Information, Greater 
Glasgow Health Board, Department of Public Health Med- 
icine, McLeod Street, Glasgow G4 ORA, Scotland; 041 553 
1833, ext. 222. 


August 20-24, 21st Congress, International Society of Psy- 
choneuroendocrinology, Buffalo. Contact Uriel Halbreich, 
M.D., Department of Psychiatry, State University of New 
York at Buffalo, 462 Grider Street (K-Annex), Buffalo, NY 
14215; 716-898-5088. 


August 23—26, World Psychiatric Association Regional Sym- 
posium-—“Etiology of Mental Disorder," organized by the 
Department of Psychiatry, University of Oslo. Contact Prof. 
Einar Kringlen, WPA Regional Symposium Programme 
Committee, Department of Psychiatry, University of Oslo, 
P.O. Box 85, Vinderen, N-0319 Oslo 3, Norway; 47. 2 
146590. 


August 23—26, 34th Annual Conference, American Associa- 
tion for Partial Hospitalization, Philadelphia. Contact 
AAPH, 1411 K Street, NW, Suite 1000, Washington, DC 
20005; 202-347-1649. 


August 25—30, 6th International Conference on Event Per- 
ception and Action, Amsterdam. Contact Martha Reijmers, 
Secretariat 6th ICEPA, Free University, Faculty of Human 
Movement Sciences, van der Boechorsstraat 9, 1081 BT mu 
sterdam, The Netherlands. 


SEPTEMBER 


September 2—6, 8th International Congress on Child Abuse 
and Neglect, Hamburg, Federal Republic of Germany. Con- 
tact Tom Levoid, Bundesarbeitsgemeinschaft der Kinder- 
schutzzentren e.v., Spichernstr. 55, 5000 Koln 1, Federal Re- 
public of Germany; 221-520-086. 


September 7-8, Long-Term Treatment of Affective Disor- 
ders: Review and Update, Ottawa. Contact Education Serv- 
ices, Royal Ottawa Hospital, 1145 Carling Avenue, Ottawa, 
Ontario, Canada, K1Z 7K4; 613-724-6525. 


September 9—11, 10th Annual Meeting, Canadian Academy 
of Child Psychiatry, Toronto. Contact Dr. J.H. Beitchman, 
c/o Clarke Institute of Psychiatry, 250 College Street, Tor- 
onto, Ontario MST 1R8, Canada; 416-979-6813. 


September 10—13, First International Congress on the Great 
Maritime Discoveries and World Health, Lisbon. Contact 
Comissao Organizadora do ] Congresso Internacional sobre 
os Descobrimentos e a Saude, Escola Nacional de Saude Pub- 
lic, Av. Pardre Curz—1699 Lisboa, Codex, Portugal. 


September 10—15, 17th Congress of the Collegium Interna- 
tionale Neuro-Psychopharmacologicum, Kyoto, Japan. Con- 
tact 17th CINP Congress, c/o Simul International Inc., Kowa 
Building No. 9, 1-8-10, Kasaka, Minato-ku, Tokyo, Japan. 


September 11—13, International Conference on Multidisci- 
plinary Aspects of Terminal Care, Glasgow. Contact Prince 
and Princess of Wales Hospice, 73 Carlton Place, Glasgow 
GS 9TD, Scotland. 


` September 11—14, 6th International Conference on Pheno- 


thiazines and Structurally Related Psychotropic Compounds, 
Pasadena, California. Contact Dr. Hendrik Keyzer, Chemis- 
try Department, California State University, 5151 State Uni- 
versity Drive, Los Angeles, CA 90032; 213-343-2391. 


(Continued on page A20) 
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PAMELOR? (nortriptyline HC!) 


BRIEF SUMMARY. 


Please see package insert for full prescribing information. 


Contraindications: 1) Concurrent use with a monoamine oxi- 
dase (MAO) inhibitor, since hyperpyretic crises, severe convul- 
sions, and fatalities have occurred when similar tricyclic 
antidepressants were used in such combinations; MAO inhibi- 
tors should be discontinued for at least two weeks before 
treatment with Pamelor® (nortriptyline HCI) is started. 
2) Hypersensitivity to Pamelor® (nortriptyline HCI), cross- 
sensitivity with other dibenzazepines is a possibility. 3) The 
acute recovery period after myocardial infarction. 

Warnings: Give only under close supervision to patients with 
cardiovascular disease, because of the tendency of the drug to 
produce sinus tachycardia and to prolong conduction time; 
myocardial infarction, arrhythmia, and strokes have occurred. 
The antihypertensive action of guanethidine and similar agents 
may be blocked. Because of its anticholinergic activity, nortrip- 
lyline should be used with great caution in patients who have 
glaucoma or a history of urinary retention. Patients with a his- 
tory of seizures should be followed closely. since nortriptyline is 
known to lower the convulsive threshold. Great care is required 
in hyperthyroid patients or those receiving thyroid medication, 
since cardiac arrhythmias may develop. Nortriptyline may im- 
pair the mental and/or physical abilities required for the per- 
formance of hazardous tasks, such as operating machinery or 
driving a car; therefore, the patient should be warned accord- 
ingly. Excessive consumption of alcohol may have a potentiating 
effect, which may lead to the danger of increased suicidal 
attempts or overdosage, especially in patients with histories 
of emotional disturbances or suicidal ideation, 

The concomitant administration of quinidine and nortriptyline 
may resull in a significantly longer plasma half-life, higher 
A.U.C. and lower clearance of nortriptyline. 

Use in Pregnancy —Sate use during pregnancy and lactation has 
not been established; therelore, in pregnant patients, nursing 
mothers, or women of childbearing potential, the potential bene- 
lits must be weighed against the possible hazards. 

Use in Children —Not recommended for use in children, since 
Salety and effectiveness in the pediatric age group have not been 
established. 

Precautions: Use in schizophrenic patients may result in an 
exacerbation of the psychosis or may activate latent schizophren- 
ic symptoms; in overactive or agitated patients, increased anxi- 
ety and agitation may occur; in manic-depressive patients, 
symptoms of the manic phase may emerge. Administration of 
reserpine during therapy with a tricyclic antidepressant has been 
‘shown to produce a “stimulating” effect in some depressed pa- 
tients. Troublesome patient hostility may be aroused. Epilepti- 
form seizures may accompany administration. Close 
Supervision and careful adjustment of dosage are required when 
used with other anticholinergic drugs and sympathomimetic 
drugs. Concurrent administration of cimetidine can produce 
Clinically significant increases in the plasma concentrations of 
the tricyclic antidepressant. Patients should be intormed that the 
response to alcoho! may be exaggerated. When essential, may 
be administered with electroconvulsive therapy, although the 
hazards may be increased. Discontinue the drug for several 
days, if possible, prior to elective surgery. The possibility of a 
Suicidal attempt by a depressed patient remains after the initia- 
tion of treatment; in this regard, it is important that the least pos- 
sible quantity of drug be dispensed at any given time. Both 
elevation and lowering of blood sugar levels have been reported. 
Acase of significant hypoglycemia has been reported ina type I1 
diabetic patient maintained on chlorpropamide (250 mg/day), 
alter the addition of nortriptyline (125 mg/day). 

Adverse Reactions: Cardiovascular—Hypotension, hyper- 
tension, tachycardia, palpitation, myocardial infarction, arrhyth- 
mias, heart block, stroke. Psychiatric —Confusional states 
(especially in the elderly) with hallucinations, disorientation. 
delusions; anxiety, restlessness, agitation; insomnia, panic, 
nightmares; hypomania; exacerbation of psychosis. Neurologic 
—Numbness, tingling, paresthesias of extremities: incoordina- 
tion, ataxia, tremors; peripheral neuropathy; extrapyramidal 
symptoms; seizures, alteration in EEG patterns: tinnitus. Anti- 
cholinergic—Dry mouth and, rarely, associated sublingual ade- 
nitis; blurred vision, disturbance of accommodation, mydriasis: 
constipation, paralytic ileus; urinary retention, delayed micturi- 
tion, dilation of the urinary tract. Allergic —Skin rash, petechiae, 
urticaria, itching, photosensitization (avoid excessive exposure 
to suntight); edema (general or of face and tongue). drug fever, 
Cross-sensitivity with other tricyclic drugs. Hematologic—Bone 
marrow depression, including agranulocytosis; eosinophilia; 
purpura; thrombocytopenia. Gastrointestinal—Nausea and 
vomiting, anorexia, epigastric distress, diarrhea, peculiar taste. 
Stomatitis, abdominal cramps, black-tongue. Endocrine — 
Gynecomastia in the male, breast enlargement and galactorrhea 
in the female; increased or decreased libido. impotence; testicu- 
lar swelling; elevation or depression of blood sugar levels; syn- 
drome of inappropriate ADH (antidiuretic hormone) secretion. 
Other — Jaundice (simulating obstructive), altered liver function; 
weight gain or loss; perspiration: flushing; urinary frequency, 
nocturia: drowsiness dizzines kne atinue- headache 
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September 12—14, International Symposium on “‘Child Care 
in the Early Years: Research and Future Prospects," Lau- 
sanne. Contact Blaise Pierrehumbert, Ph.D., SUPEA Re- 
search Unit, 25A, Rue Du Bugnon, CH-1005 Lausanne, 
Switzerland. 


September 16—19, annual meeting, American College of 
Emergency Physicians, San Francisco. Contact Colin C. Ror- 
rie, Jr., Ph.D., Executive Director, P.O. Box 619911, Dallas, 
TX 75261-9911; 214-550-0911. 


September 20—21, 4th Leeds Psychopathology Symposium, 
“Delusions and Awareness of Reality," Leeds. Contact Mrs. 
Hilary L. Helme, Department of Continued Professional Ed- 
ucation, The University, Leeds LS2 9JT, England; 0532 
333233. 


September 20—22, International Congress on Very Ultra Low 
Dosage, Bordeaux. Contact VULD Congress, Secretariat, 
Hematology Laboratory, Faculty of Pharmacy, 3 Place de la 
Victoire, 33076 Bordeaux, France. 


September 23—27, 2nd European Conference on Traumatic 
Stress, Noordwijkerhout, The Netherlands. Contact Mirjam 
Bossink, Conference Secretariat, clo ICODO, P.O. Box 
13362, 35-7 LJ Utrecht, The Netherlands; 030-73 08 11. 


September 28—30, 8th Congress, International Society of 
Brain Imaging Techniques, Paris. Contact SITIM, L'Arbre 
Vert, 12 rue Saint-Julien-le-Pauvre, 75005 Paris, France; 1- 
46-34-51-56. 


September 30—October 4, annual meeting, American Public 
Health Association, New York. Contact William H. Mc- 
Beath, M.D., Executive Director, 1015 15th Street, N.W., 
Washington, DC 20005; 202-789-5600. 


OCTOBER 


October 1—7, Joint Meeting Between the American Psychi- 
atric Association and the German Society of Psychiatry and 
Nervous Diseases, Mainz, Mannheim, Heidelberg, Munich, 
and Bad Kissingen. Contact Ellen Mercer, Director, Office of 
International Affairs, American Psychiatric Association, 
1400 K Street, NW, Washington, DC 20005; 202-682-6286. 


October 3—6, annual meeting, American Academy for Cere- 
bral Palsy and Developmental Medicine, Orlando, Florida. 
Contact John A. Hinckley, Executive Director, P.O. Box 
11086, Richmond, VA 23230; 804-282-0036. 


October 3-7, annual meeting, Southern Psychiatric Associ- 
ation, Washington, DC. Contact Margo S. Adams, Executive 


Secretary, P.O. Box 10002, Tallahassee, FL 32302; 904-222- 
8404. 


October 4-7, 48th Annual Conference, American Associa- 
tion for Marriage and Family Therapy, Washington, DC. 
Contact Mark R. Ginsberg, Ph.D., Executive Director, 1717 
K Street, NW, Suite 407, Washington, DC 20006; 202-429- 
1825. 


October 6—8, annual meeting, Association of Mental Health 
Librarians, Denver. Contact Elizabeth P. Emily, President, 
Highland Hospital Medical Library, P.O. Box 1101, Ashe- . 
ville, NC 28802-1101; 704-254-3201. m 


October 6-11, annual meeting, American Academy of Pedi- — 
atrics, Boston. Contact James E. Strain, M.D., Executive Di- 
rector, P.O. Box 927, Elk Grove Village, IL 60009-0927; 
312-288-5005. 


October 7-11, Hospital and Community Psychiatry Insti- 
tute, American Psychiatric Association, Denver. Contact 
Sandra Hass, H&CP Institute, American Psychiatric Associ- 
ation, 1400 K Street, NW, Washington, DC 20005; 202- 
682-6092. 


October 7-12, annual meeting, American College of Sur- 
geons, San Francisco. Contact Fred C. Spillman, Convention 
Manager, 55 East Erie Street, Chicago, IL 60610; 312-664- 
4050. 


October 8—11, annual meeting, American Academy of Fam- 
ily Physicians, Dallas. Contact Robert Graham, M.D., Exec- 
utive Vice-President, 8880 Ward Parkway, Kansas City, MO 
64114; 816-333-9700. 


October 10—12, International Conference on Current Prac- 
tices and Future Developments in the Pharmacotherapy of 
Mental Disorder, Venice, Italy. Contact Centro Congressi 
Bonsaglio, Via Borromei, 1/a, 20123 Milano, Italy; 2- 
807766. 


October 10—14, annual meeting, American Academy of Clin- 
ical Psychiatrists, Boston. Contact Alicia A. Munoz, Execu- 
tive Secretary, P.O. Box 3212, San Diego, CA 92103; 619- 
298-4782. 


October 11-13, 14th Danube Symposium of Psychiatry, 
Budapest. Contact MOTESZ Kongressburo, P.O. Box 32, 
Budapest, H-1361, Hungary. 


October 14-17, annual meeting, American Neurological As- 
sociation, Atlanta. Contact Linda J. Wilkerson, Association 
Manager, 2221 University Avenue, SE, Suite 350, Minneap- 
olis, MN 55414; 612-378-3290. 


HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION 


Less volume per injection 
can ennance patient acceptance 


100 ma/mL formulation is twice the concentration 





HALDOL Decanoate 100 


(HALOPERIDOL) INJECTION 100mg/mL 


HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION = 50mg/mL 


For IM Injection Only 


The following ls a brief summary only. Before prescri see complete prescribing 
information in HALDOL and HALDOL Decanocate product label 


Contralndications: See ee en ee ee die ghi Decanoate 50 and 

HALDOL Decanoate 100 are attributed to haloperidol as the active medication, Contrain- 

dications, Warnings. and addibonal information are those of HALDOL. modified to reflect the 
achon. 

HAL. Is contraindicated in severe toxic central nervous system depression or comatose 

states from any cause and in indivikduats who are hypersensitive to this drug or have Parkinson's 


Tardive Dyskinesia: Tardive 


dyskinesia, a syndrome tng of potentially vrevers- 
S belles may develop in patients with anti 


risk of 


the syndrome may remit, partially or comptetely, 
treatment, 


although 
A 


in a manner that is most bkely 
antipsychotic treatment should generally be reserved for 
Det TE RO [o teed 10 anipe uan and 


Neurolaptic Malignant S 
referred to as Noeuroleptic rant Syndrome 
antipsychotic teal manifes 

Lidl le BM sh hl delat 
blood pressure, tachycardia. dlaphoresis. and cardiac dysrhythmias) Additional fa (afore: Ths 
nase, myog (rhabdomyotysi 
diagnostic evaluation of patients with this syndrome Is complicated. in arriving at a di It is 
important to identify cases where tha clinical presentabon includes both senous ical lineas 
ia, systemic seca etc) and untreated or 

considerations 


signa and Other important in the differential diagnosis Incluce 
central inergic toxicity, heat stroke, drug fever and primary central nervous system (CNS) 
The management of NMS should f) immediate discontinuation of antipsychotic 

and other drugs not essential to concurrent 2)intenasive symptomatic treatment and 


OL. 
m habit: rt (see PRECAUTIONS—Usage in Pregnancy) Combined Use With Lithium: 
(seo NS—Drug interactions} 


with taloperidal. See PR — Information 
physical abilities and on concomitant use with other substances. 


Precautions: Administer cautiously to s: (i) with severe cardiovascular disorders, dus to the 


on mérite end kt 


possibility of preciptation of anginal pain (a vasopregsor i required, 
epinephrine should not be used since OL. may block its vasopressor activity and paradoxical 
further of blood pressure occur; metaraminol, phenylephrine or norepin 
should be e t medications. wile DIOC Ol BABS: OE EEG 
abnormalities, because Scan orritanty malc tes 6) wii Krom allergies cr 
anticonvulsant 


medica- 
tion, if required, may have to be continued after HALDOL is discontinued because of dierent 
excretion rates; if both are discontinued simulttaneousty, TATION 3 Mi eae 


Intraocular pressure may increase when including drugs, are 
administered concom with HALDOL. When used for mania in bipolar disorders, 
there may be a rapid swi sci Sea o n E A OPEN pene wap 
thyrotoxicosis receiving antips tic medication, Inchiding HALDOL 


A92? 


The 1, 5 10 mg HALDOL tablets contain FDAC Yelow No. 5 tartrazine) wich may cau 
uk M pay ns (including bronchial asih mej in certain susceptible Individuals, especially in 
perinde eade Hii Mental andjor physical abies required tor hazardous tasks or driving 


ba impatred, Alcohol should be avoided dus to possibile additive ierra lesen 
T BUD interactions: iets Da IEN DS rpc closely for 


earty y 
As with other antipsychotic agents, it should be noted that HALDOL may be caoabie of potentiating 
CNS d ag pb ica beg tend daddy Soh as 


there was a 

experimen approximately 
prolactin dependent in vitro, MR TRSRCUS detected D) CES CR Jb eii pcdes i 
contemplated in a patient with a detected cancer. Although disturbances 
galactorea, amenorrhea, tia, and impotence have been reported, the clinical signifi- 


of these drugs and mammary tumorigenesie the avallabie 
evidence is considered too Iimited to be conclusive at this time. 


Usage in Pregnancy: Pregnancy C. Safe use in or in women 
ee re Use onty if benefit clearly justties potential D 
e 


Nursing Mothers: infants should not be nursed during drug treatment. 

Pediatric Use: Conrad Viale to esp the: paler and Ee UHR up cla’ 
administration in children have not been conducted. 
Adverse Reactions: Adverse reactions following the administration of HALDOL Decanoate 50 or 
HALDOL Decanoate 100 are those of HALDOL Since vast experience has accumu- 
lated with HALDOL, the adverse reactions are reported for that compound as well as for 
EE ee (RUNE RHODE Y 


tongue may be an earty 
hei os edili redes eid 
syndrome, 


has also been Tardive 
editae dese erased id feel hak 


rugs. 
perpyrexia and haat stroke have 
vanes win HALDOL, Ses S tor farther eror Information concerming NMS) Cardio- 


jaundice. Dermatologic Reactions: Maculopapu serok redo. isolated cases of 

Lass of hair. Endocrine Digor = mastalgia. 
menstrual rrequiarities, gynecomastia, impotence, o, hyperg rana nire 
and hyponatremia. Gastrointestinal Effects: Anorexia, tion, diarrhea, on. 


retention, diaphoresis, and 
Pi is gle ad paca caa 
Other: Cases of sudden and unex 


definitive what role, if any, HALDOL ayed in the outcome of the reported cases. The possibility 
le caused death cannot, of course, bo exciuded, but It is to be kept in mind that sudden 
unex 


death occur in psychotic patients when they go untreated or when they are 
treated with other an drugs. 
IMPORTANT: Full directions for use te as be read before HALDOL or HALDOI. Decanoate 
products are administered or 
For information on symptoms and sita of overdosage, see full prescribing 
information. 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patents with moderately severe to vary severe symptoms. 
McNeil Pharmaceutical, McNEILAS, INC.. Spring House, PA 19477 
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When 


Insomnia 
Complicates 
Depression 


Consider 


Desyrel Dividese’ 
(trazodone HC?) 


Helps relieve insomnia symptoms 
associated with depression 
and treats the depression 


Unique 300 mg and 150 mg 
Dividose tablets make daily 
dosing flexible and easy. 
Maximum dosage is 400 mg/d 
in divided doses for outpatients 
and 600 mg/d in divided doses 
tor inpatients. Initial therapy is 
150 mg/d of Desyrel Dividose in 
divided doses. 
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PHARMACEUTICALS 


ow 
ADA A Bristol-Myers Squibb Co. 
NANG Evansville, Indiana 47721 


Please see prescribing information on following page. 


© 1990 Bristol-Myers Squibb Company 
J-K62-4-90 
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razodone HCI) 
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PU NEDA 106 mg, 150 mg, and 300 mg totats. 


fYREL Tablets, 50 mg, conten the following inactiee ingrediente dibasic calcium 
mts, carior ofl, microcrystalline cellulose, sihyicatuioss, FAC Yellow No. 6 (umiar 

058, Ignesiza gars, povidone, sodium starch glycolate, and starch (cora). 
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«MCA. PHARMACOLOGY 

v mechantim of DESYREL'S anfideprecsant action Ln man fs not fully understood, in animais, 
REL intüblts serotonin uptake by brain synaptosomes and potentes the 
185078 by the tercionin Cardiac condec- 
1 effects of DESYREL in the anosthetinad dog are quaitaterely and 

3 pronounced than those sese with tricyciie DESYREL i not a monoamine 
dase inhibaier and, anie drugs, does not stimulate the PATVOSS 
dem, 

nan, DESYREL is well absorbed after oral adroirisiraoo without setective localization in ay 


ue, Ween DESY AE. is taken shortly after Ingestion of food, thare mey be an increase in the 
OUI of drag absorbed, a decrecss in fracdmusn concaatralion 

makenu concewrafion. Peak plasma levels occar 

‘en DESYREL I takan on an raly stomach or feo hours after oskg when 
biphastt, consisting cf an katia! phase (halite 3-6 


ce the of DESYREL from the body is sulficieatty waritbis, k 
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XOCATIONS AND USAGE `’ 
SYREL is indicated for the trestment of depression. The efficacy 


of DESYREL has been 
monatrated in both inpatient and and patients with and 
ieee of patients the Major 


thou Ths 
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gradi, 17,7 
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interferes with 
egitation or ret 

faticabity, feeliags of guit or worffiaeeness, stowed thirking or Impaired 
ncentration, and wickdal ideation or attemots. 


SM TRAMEDICATIONS 
CSYREL is contraincicated in patients hypersensitive to DESYREL. 


contact Bristol-Myers USPO Medics Services Depart 


his procedures shouid be performed ander the sapervising of a urologist or a phywelan tamiler 
Ex honki not be Infiizied without urologic consufiadion ff the priapism: hes 


for more thas 24 hours. 
“ESYREL (trazodone is not recommended for use during the Linia) recovery 
hase of syocerctal 
zaton ahoski be usad when edrainisieriag DESYREL to patients wih cardian disesso, and 
uch patients shook be closely since aridepraesart 
save been associated with the oecurreace of cardiac acrhythmizs. Recent clinical studies la 


‘ener: 

he possiblity of suicits in cadousiy depressed patients ig inharert im the Meest end may 

Ar end] significant remission occurs. Therefore, should be verftten for the 
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DESYREL may enhance the response to alcotol, barbiturates, and other CHS depressants. 
DESYREL should be ghen shortly after £ meal or fight snack. Within any individual paliant, total 
drug sheorpéion may be up to 2096 highar when fhe drug ie iaa with food rather then on ao 
empty stomach. Tha risk of dizcmess/ightheadedness may scream Under testing condone. 


Jesyrel. Dividose B 


sore throat (or other sigas of infection} during therapy. 


Drug ineractiene: 
Increased serum digodn or phanytotn levels wee been reported to occur in pelíants recedving 
DESYREL concerrentty with ether of those two drugs. 


shortly before or are to be given with DESYREL, therewy should ba initinted 
Cautiously with gradual lecreass in dosage optimum response is achieved. 
bier 


Usteractiens: 

Concurrent administration wiih electroshock therapy Ehouid be evolded becauss of tha absence 
of experience In this trea. 
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No drug- or dose-retaied occurence of carcinogenesis wet evident in rate recetving DESYREL 
in dally oral doses op to 300 moky for 18 months. 
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Worsisg Mathers: 
DESYREL and/or às metabolites have been found in the mi of lactaling reis, ta 
the drog mey be secreted in nin mik. Caution ckouk! be exercisad when 5 
adminkstared to a nursing woman. 


Pediatric Dea: : 
Satety end aflectiveness in chida below the age c! 18 have not bees astablishad. 
ADVERSE REACTIONS l 
Because tha frequency of adverse drag etlects bs affected by dhuersa factors {a.g drug dose, 
method of detection, physician judgment, dissess under Weatment, eto) a singh mean giu 
estimate of eher event incilencs i diflicult to obtain. Tiis is Rustratsd by the 
variation in adverse event Incidence observed and reported from the inpatients aod outpatients 
treated with DESYREL. K is impoesibia to determine precisely what accousts for the dier- 
ences observed. 
Ginka Wisi Meperts: 
The table below Is presered solely to indicata the relive trequeocy of averse events reported 
In representative controlled clinica! studies conducted to evaluate the safoty aad efficacy of 
DESYREL. 
The figures ched cenmot be used to predict precisely the incidence of untoward events it ths 
course of csaa medica! where patieat characteristics and other factors often differ 
from thota which in the clinical trias. These incidence figures, aso, cannot be 
brenda uidit Aan CAE AA eee 
placebo as sech group of drug triads is conducted under a different set of 
Weatreend-€marpent 
Symptom incidence 
Inpts. Outpts. 
Ü P D P 
Numbw of Pallents 142 95 167 
% of Patents 
Reporting 
Aberg 
Skin Coadton/Ertorma 28 1.1 7.0 13 
Atonai 
Blurred Vision &3 42 14.7 38 
Constipation 7.0 42 7.8 57 
Dry Mouta 14.8 8.4 203 
Cardio macular 
Hypertengion 21 t 13 Ñ 
3 Laana 7.0 1.1 3.8 0.0 
of Sreath * 1.1 13 0.0 
Syncope 28 2.1 46 14 
Tachycatiia/Palpitetions 8.8 7.0 7D 
CHS 
AagerHosiliity 3.5 63 13 25 
Confusion 49 0.0 6.7 78 
Deorsased Concentration 23 2.1 13 0.0 
Disoxtentintlon 2.1 0.0 t 0.0 
DizzircoesA ightbesdednegs 19.7 53 28.0 152 
Drowsiness 239 6.3 40.5 19.6 
Excihtrosot 14 11 &1 £7 
Fatigue 13 42 &7 25 
Headache 5.3 10.8 15.8 
Insomma 9.9 10.5 6.4 12.0 
impaired Memory 14 0.0 y z 
NA YOURDESE 45 10.5 &4 8.2 
Gastrointestinal 
35 4.2 5.7 4.4 
Bad eie in Mouth 14 0.0 00 00 
Dlarthea 0.5 tl 45 1.8 
Nauseavorniling 9.8 1.1 12.7 9.5 
Musculoskeistal 
Muscuosaiet Aches Pains 5&8 32 5.1 25 
Incoosdinadton 49 0.0 1.9 0.0 
Parestheata 1.4 0.0 0.0 . 
Timor 28 11 5.1 38 
Sexual function 
Decreased Libkto : 1.1 1.3 s 
Other 
Decreesed Appetite 35 5.3 00 t 
Heed Pe n 2^ — (Q0 — 00 oo 
0. Q. 0.0 
Maia 28 0.0 0.0 . 0.0 
Hessius Congestion 28 5.0 57 32 
Mighiraane A) Dreams » 7 5.1 5.7 
Soting/Clamminess 1. : : i 
Tinattrs 1.4 0.0 0.0 7 
Weight Gain 14 0.0 45 1.8 
Weight Loss * 32 &7 2E 
* incidence less thaa 1%. 
D = DESYREL P = Placebo 


in addition to the relatively common (Le., gemer than 196). antoward. everti onamaecatid 


exsociation has aaie been confirmed nor 

teceived marie Introduction inctude the following: agitation 

breast of sagorgatnent, dipiopit, 

toms, grand mal seizures, halludnatioss, he arernia, ai 
faondice, lactaiton, iver enzyme 
quenty), , priapism (ee WARMERGS and kiwata 
some have required surgical intecveaiion), poris, peychosis, nah, sto 
priate syndromes, tardive urinary kcontínam 
retention, urticaria, vasodliation, vertigo 


An initial dose of 1 


AXhough there has been no systwnetic of the efficacy of DESYREL 1 
weeks, Rls gosse that a course of drug treatment 
continued for several 

HOW SUPPLIED 


MDC 0087-0775-41 Bottes of 100 
NOC 0087-0775-43 Botiies of 1000 
MOC 0087-0776-42 Cartons of 100 Unit Doses 


Tablets, 100 mg — mead, whita/ecored, fla-sezied (moriplied with DESYREL am 


NOC 0067-0778-41 Botties cf 100 
NOC 0057-0776-43 Bottles of 1000 
WDC 0067-0776-4? Cartons of 100 Uat Doses 


Tablets, 150 mg — oranga, in tha Obidose* tablet design (printed with MJ and 77 
"50," "607 "SY" on reverse) 

NDE 0087-0778-43 Bottles of 100 

i a A 


Tablets, 300 E unre MR Ton Und M MINUTE 
"409? MOT 1 
NDC 0087-0798-41 Bottles of 1 
US. Pateat Mo. 4,215,104 
Store at room temperature. Protect from ternperatures above 104°F (0*0. 
Dispense in fight, fgttresistent costainer (USP). 


REFERENCES 
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b. Brindley GS: Mew treabnent for priaplem, Lancet, July 28, 1984, 1:220. 
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dedo etch 
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1968:135:104-110. 
g- Fabra LF, Feighner JP: Long-term therapy for depression with trazodone, J Clin P 
1965; 44(1):17-21. 
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No Surprises 





You've known it all along! 


Predictable 
Rapid acting 
Smooth tapering effect 
Proven safety 
Unsurpassed efficacy 


ALIUM 


Hlazepan/Rochee z- 


The cut out "V" design is a registered trademark of Roche scored tablets 


Specify "Dispense as written” 


As with any anxiolytic, patients should be cautioned against driving, 
operating machinery and the simultaneous ingestion of alcohol or other CNS depressant drugs 


<> Roche Products Copyright © 1990 by Roche Products Inc. All rights reserved 
* Please see a summary of product information on adjacent page 


» 


VALIUM* (diazepam/Roche) @ 


Before prescribing, please consult complete product information, a summary of 
which follows: 


INDICATIONS: Management of anxiety disorders, or short-term relief of symptoms of 
anxiety Anxiety or tension associated with the stress of everyday life usually does not 
require treatment with an anxiolytic. Symptomatic relief of acute agitation, tremor delit- 
lum tremens and hallucinosis due to acute alcoho! withdrawal; adjunctively in skeletai 
muscle spasm due to reflex spasm to local pathology; spasticity caused by upper 
motor neuron disorders; athetosis; stiff-man syndrome; convulsive disorders (not as 
sole therapy). 
The effectiveness of Vallum in long-term use, that is, more than 4 months, has not been 
assessed by systematic clinical studies. The physician 
should periodically reassess the usefulness of the drug for 
tha individual patient. 
CONTRAINDICATED: Known hypersensitivity to the drug. 
Children under 6 months of age. Acute narrow angle glaucoma; 
may be used in patients with open angle glaucoma who are 
receiving appropriate therapy. 
WARNINGS: Not of value In psychotic patients. Caution against 
hazardous occupations requiring complete mental aleriness. When 
used adjunctively in convulsive disorders, possibility of Increase In fre- 
quency and/or severity of grand mal seizures may require Increased dos- 
age of standard anticonvulsant medication; abrupt withdrawal may be 
associated with temporary increase In frequency and/or severity of seizures. 
Advise against simultaneous Ingestion of alcohol and other CNS depressants. 
Usage in Pregnancy: Use of minor tranquilizers during first trimester 
should almost always be avolded because of Increased risk of congeni- 
tal malformations as suggested In several studies. Consider possibility of 
pregnancy when instituting therapy; advise patients to discuss therapy if 
they intend to or do become pregnant. 
Withdrawal symptoms of the barbiturate type have occurred after discontinuation of 
benzodiazepines (ses Drug Abuse and Dependence). 
PRECAUTIONS: If combined with other psychotropics or anticonvulsants, consider 
carefully pharmacology of agents employed; drugs such as phenothlazines, nar- 
cotics, barbiturates, MAO inhibitors and other antidepressants may potentiate its 
action. Usual precautions Indicated In patients severely depressed, or with latent 
depression, or with suicidal tandencies. Observe usual precautions in impaired renal 
or hepatic function. Limit dosage to smallest effective amount in elderly and debilitated 
to preclude ataxia or oversedation. 
The clearance of Valium and certain other benzodiazepines can be delayed In associa- 
tion with Tagamet (cimetidine) administration. The clinical significance of this is 


Whether you are... 


Hemet 


be 
VALIUM* (diazepam/Roche) 


unclear. Inform patients to consult physician before Increasing dose or abruptly dis- 
continuing diazepam. - 
SIDE EFFECTS: Drowsiness, confuslon, diplopla, hypotension, changes in libido, nau- 
seo, fatigue, depression, dysarthria, jaundice, skin rash, ataxia, constipation, head- 
ache, incontinence, changes [n salivation, slurred speech, tremor, vertigo, urinary 
retention, blurred vision. Paradoxical reactions such as acute hyperexcited states, 
anxiety, hallucinations, increased muscle spasticity, insomnia, rage, sleep distur- 
bances, stimulation have been reported; should these occur, discontinue drug. Iso- 
lated reports of neutropenia, jaundice; periodic blood counts and liver function tests 
advisable during long-term therapy. l ; 
Drug Abuse and Dependence: Withdrawal symptoms simllar to those noted with bar- 
biturates and alcohol have occurred following abrupt discontinuation of diazepam, 
more severe seen affer excessive doses over extended 
perlods; milder after taking continuously at therapeutic 
levels for several months. After extended therapy, avoid 
abrupt discontinuation and taper dosage: Carefully super- 
vise addictlon-prone Individuals because of predisposition 
to habituation and d 
DOSAGE: Individuallze for maximum beneficial effect. Adults: 
Anxiety disorders, symptoms of anxiety, 2 to 10 mg b.l.d. to 
q.i.d.; alcoholism, 10 mg t.i.d. or q.i.d. In first 24 hours, then 
5 mg tid. or q.d. as needed; adjunctively in skeletal muscle 
spasm, 2 to 10 mg t.i.d. or q.i.d.; adjunctively In convulsive dis- 
orders, 2 to 10 mg b.1.d. to q.i. d. Geriatric or debilitated patients: 2 to 
2V5 mg, 1 or 2 times dally intially increasing as needed and tolerated. 
(See Precautions.) Children: 1 to 24 mg t.i.d. or q.i.d. initially increasing 
as needed and tolerated (not for use under 6 months). 
HOW SUPPLIED: For oral administration, round, scored tablets with a cut out 
"V" design — 2 mg, white; 5 mg, yellow; 10 mg, blue— bottles of 100 and 500. 
Tel-E-Dose* packages of 100, availabie In boxes of 4 reverse-numbered cards of 
25, and In boxes containing 10 strips of 10. ; 


imprint on tablets: 


2 mg—2 VALIUM? (front) OQ 
ROCHE (scored side) 
5 mg--5 VALIUM* (front) ©) ©) 
ROCHE (scored side) 
10 mg—10 VALIUM? (front 
78. ROCHE (scored side) © Y) D Roche Products 


£1. 0788 


Roche Products inc. 
Manati, Puerto Rico OCP" 


a psychiatrist seeking a new opportunity 
or 


an employer with a position available 


The professional recruitment staff of the American Psychiatric Association’s Psychiatric 
Placement Service (PPS) can help meet your needs. 


The Psychiatric Placement Service was developed by psychiatrists for psychiatrists. As a 
result we give you the kind of specialized service private physician search firms can't 


match. 


We are experts in our profession, with continuous marketing and recruitment efforts pro- 
viding a comprehensive physician/employer database. Best of all, it’s at a lower cost than 


private physican search firms. 


The Psychiatric Placement Service is the APA’s answer to cost effective recruitment. Serv- 
ing Psychiatrists and Mental Health Facilities nationwide. 


For further information and application forms contact, 


Psychiatric Placement Service 
1400 K Street N.W., Washington, D.C. 20005 


(202) 682-6108 


Unique... Specific../ 
Prozac’ (fluoxetine hydrochloride) 
is the first highly specific, 
highly potent blocker  . 
of serotonin uptake / 





The most frequently prescribed 


antidepressant by psychiatrists 
in the United States 
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Prozac’ (fluoxetine hydrochloride) 


Brief Suremary: 
Conselt the package literature for complote Latormatten. 
Ikeutio ss: Prozac is indicated for the treatment of depression. 


I deltas Prozac is contraindicated in patients known to be hyper- 
gansitive to it. 


Warnings: Monoamine Oxidase Inhibitors — edo dresse 
bined use of fluoxetine and MAO Inhibitors are Dmited. Their 
should be avoided. Basad on experiance with the combined ic lah of 
MAD Is and tri ward Caya Snoad Cannat oyna discontinuation 
of an MAO Inh and initiation of treatment with 
decus of e Jong hall ives of Verte and f ache metabo, t 
Peso ial e itle ander shoukd e 
of fiumertine and initiation of therapy with an L 
pissed MAOI within five weeks of digcontinustion af fluoxetine 
may increase the risk of sertous events. While a causis relationship to fluox- 
etie has not been established death veles to occur following 
the Initiation of MADI therapy shorty after ation of fluoxetine. 
Rash and Accompanying Events — During premarketing testing of mare 
than 5,500 US patients given fluoxetine, approximately 4% developed a rash 
tTeatinen. becuse ot th ‘or d/ IM UR Of SVinptoms ell 
8 and/or 2150 
am "n Bien Gunes mang N S in with ireen 
r, lau <o arthralgias, adama, ca rome, ratory 
distress, |ymphadanopatiy, proteinuria, and mild ranami slevation. 
Moat patients improved quedes cts discontinuation of floaetine and/or 
adjunctive treatment with antin kiss or steroids, and wi patients experi- 
oncing events were reported to recover 
Two petlents are known to have developed a serious cutaneous systemic 
Uiness. In neither patient was there an unequivocal diagnosis, but one was 
considered to have a leukocytoclastic vasculitis, and the other, a severe 
deaquamating syndrome that was considered variously to be a vasculitis or 
jl ei mie rally Several other patients have had systemic syndromes 
estive of serum sickness. 
nce the introduction of Prozac, systemic events, possibly related to 
verte have developed In patients with nasi Although these events are 
rare, they may bs serious, Involving the un) dest bias Death has been 
reported to occur In association with these 
Whether these eystemic events and resh have a common underlying causa 
of are due to difforent etiologies or pathogenic processes is not MR. Upon 
ths appearance of rash, Prozac should be discontinusd. 


Precaut3ag: Genera! — TAAA Lenia = Andety 
insomnia were reported by pallens lend with Prozac These 
emptor og ota nS In 5% of pattents treated with Prozac. 
Altered Apostite gnificant weight logs, especialty In undar- 
: UR t result of trsatment with 
In controlled clinical tris. ap tely 9% of treated with 
Prozac arp ag that 


p am 
SEQ raid part, Howe. o | 
However, on 





weight boss. 
Agihanlon A A - Dur! Herbal testing, 
orm occurre dedisse ille E Bodl o Lo 
Activation of man! la bons eat oer’ tua pias 
of patients with Mal Affective Disorder treated with other marketed 
antidepressants. 


SeZunes— Twolvo patients among mors than 6,000 evaluated workiwide in 
le ou course of premarketing development af flugxetine experienced con- 
of events described as BOtelbh having bean seizures), a rate of 

EA " appears to be similar to that assoclated with other marketed 
a eae gee be Introduced with care in patients with a 






tea m 

The possit af a suicide attempt is inherent in SC M 

May pe until significant remission occurs. Close of high- 
risk patients pria accompany initial drug therapy. Prescriptions tor Prozac 
should be written for the smallest quantity of capsules consistent with good 

manageme Tbe ones medii: osa 

bec ol T 1 ^ para drug (two to three 
des) and ies eri enbai (seven to nine days es in dose 
at dns Hig c in plasma for several weoks, both strat- 


on to final dose and withdrawal from treatment (see Clinical 


amas cology arn? Dosage m Administration 

1 : es! nical experience with Prozac 
np» Is limited. Caution is advisable 
m ave Prozac ln patients with diseases or conditions that could affect 
matsbo ism or hem lc responsa. 

Fluoxatina has not been evaluated or used to any appreciable edant in 
PORE EA KAN an P OCEA IA Eos Or EAO eat 
diseass Pat bear excluded from 
clinical sides jes dung te p product's pr prema saing: However, the elec- 

patients who received esee double-blind trials 
evaluated: no conduction abnormalities that resulted in 
. The mean heart rate was reduced by approx- 





irately hras beats/min. 

In subjects with cirrhosis of the liver, the clearances of flucxetine and rts 
active metabolita, norftaoxstine, were decreased, thus Increasing the eflm- 
ination half-ltves of these substances. A lower or less frequent dose should 
be used in patients with cirrhosis. 

Since fluoxetine is extensively metabolized, vie ath of unchanged d 
in urine is a minor route of elimination. However, unti usto Ns 

ents with sovere renal impairment have baen PA during chronic 
with flumestine, It shoutd ts used with caution In such pam 

in patients with diabetes, Prozac may are g after glycemic control, H 

has occurred during therapy and hyper 
oped foBowing discontinuation of the sana As lg true many yes 
af medication when taken concurrently by patients with diabetes, 


types 
insulin and/or oral may need to be adjusied when 
prec an re sd o discontinued. 


ment 
operating thinking, or mot machi 







m: mnes reasonably certaln that the drug dows not affect them 
versely. 
information for Patients — clans are advised to discuss the following 
issues with for whom prescribe Prozac: 
Because may impair judgment, thinking, or motor skills, patients 
should bs aiviesd to avoid driving a car or o ng hazardous 
alr performance |s 


machi until are reasonably certain that 
gei ded i 


fees MOWA De advised 10 Monn OH pome an 1 ey LP aang a 
to take any prest AA N o id alcohol. 
ects shoud be advised to notify thelr ey become preg- 
nant or intend to become pregnant during 
xd sou be advised to tty tna physcn H hay ars breast 
ik Sees uind pam eua Si 


Laboratory Tasis — s are b Te ES 
rug interactions — vanis ule i for S nto iy 
variety of mechanisms t Dia ae a i 
bition or enhancement, mei hs dns fine Accumulation Slow 
EBmination ander Cli 


Rc nori NDA 

an expe adverse reactions, including agitation, restiessnass, and 

grise cri 
wal 


5. 

rthan twofold Increases of 
depressants when Prozac has 
b in combination with these agents (see Accumulation and 


ao xf Heer we we ir dur ed Sine "n Mia 


ave been 





Stow Elimination under Clinical Pharm ) 

BD There have been reports of both increased and decreased 
um when lithium was used concomiantly with fluaotine. Cases of 

itHdum toxicity have been reported. Lithium zai should be monitored 






when these drugs are administered conco 
Diazepam Clearance - The halife of conc administered diazepam 
may De protonped Ed lads on and Slow Elimination 


unde Clinical Pri 





i i 
SUM poraus DNO a er Poupe E ism ro es 
prota (e teg, Coumadin, Is url p EA a EE shift in plasma con- 
centrations potartialy nes effect. Conve adverse 


realy, 
may result from displacement of protein- -bound fluoxetine by other 
om drugs (see Accumulation and Slow Elimination under CBnical 
ogy 
te eka cure ub 
“active dru n ui nieq 
caution is sdvised if the ministration of Prozac sid suc 
drugs is required (see Accumulation and Siow ine aes 
Pharmacology). 


pe a RoRIVUivg Tharspy — There ara no inca) studios establishing the 
com use of ECT and fiuoxetina A single report of a 
proionged seizure in a patient on fipcxetine hes been dn 

M Impairment af no evi- 
dence of carclnogenicity, mutagenicity, or impairment ds fert. with 


iod EU and BO RE ne IRE a 
rie ent to agri di 75 and 9.0 times the madmum human 
ucsd no evidence of carcinogenicity. 
based E diei ator eo pal | 
on eset: m assay, DNA re dei n 
cultured rat mouse lymphomas assay, and in vivo sister chro- 
matid In Chinees hamster bons marrow calis, 


exchange assay 
Two fertility studies conductad in rats at doses of approx! five and 


noted, but this was probably with depressed maternal food con- 
sumption and | suppressed welght gain 
oud ae e 
studies have hav? been p at e and 11 Umes 
the maximum daly human dose (80 ma) res and have revealed no 
evidance of harm to the fetus due to Prozac. There are, however, no adequate 
ad wedi-controlled studies in nant women. Because animai reproduc- 
thon studies are not always of muma response, this drug should 


be pyre duri on 
CEU i err id of een on òraid delivery in humans 


Vinee Mole a Because drugs are excreted in human mik, 
Seiten ould be exercised lin is administered to a nursing 
woman. NO qol oy, milk la, the concentration of flumtine pius 
norfi 4 ng/mL. concentration in the mothers pasni 
Rd mL. edd t eii 


reported 
ren — Balety and effectivoness in children have not been 


Eo Prozac has not been systematically evaluated in 
0 


data are 
differences during chronic use, particularty In etderty pattents 
have concomitant systemic jinesses or who are recetving concomitant 


— Several cases of Mii ein (some with serum sodium 
suele Lc nave voan reported. 
reversible when ipe: was discontinued. 
with varying possite etiologies, some were possibly due to the 
NY of Leia nier Pie antidiuvette hormone secretion (SIADH). 
The ma of these occurrences have been In older patients and in patients 
taking E e la voles OMIM 


Adverse Reactions: Commonly Observed — The most commonly observed 
adverse events associated with the use of Prozac and not seen at an equiv 
alent incidence among placebo-treated patients were: nervous systam com- 
dern Y. sweat tigger cots Saudie 
a tremor: sweating: g ng 
enaar lightheadedness. 
Associated With percent ofa 
mately 4.000 per recetved sadi in US; BIRD abea din as 
discontinued ent due to an adverse event. The more common events 
causing discontinuation included: psychiatric (5. S primarily ner 
SUMIGH, DOR atid TENTI 3.0%), primarily nausea; nervous 
system (1,656), primanly dizziness; body as a whole (S primary ab 


asthenia and aee. and skin 1.4%), primari viel am 
Incidence in Controlled The tabie that follows enumerates 
ru ema | 


ondrug factors:to the esting 








the relative contribution of drug an 
wcldenca rate in the population stud ied. 
MRSS Se a EE 
oe aoe = ae 
Body Syrom Prac — Placebo — Body Systran 
Adverse Event* (H= 1780) (N= 789) Adverse Event CE ard 799) 
Hermes Body aa a Vela 
Headache 29) 15.5 Asthana 44 19 
Erm 14.3 a5 istan, wai $4 i! 
Faora 13.8 7.1 Pum. bet t$ i1 
Acoumty | $3 Palo, chest ni 14 
T 7.8 24 13 1.1 
Pes B oH WE don 
pred 19 |j3.— Mino 
Senerkes any 
Torak ud xn renct 74 es 
pre" 1.8 Fre-tcs 
Liga : syod roree 2% n3 
Cos-ceracenoa, ve = d x i 
congectiea 26 23 
GECI akaw 1 5 cd Headaches, 
— sari 2.3 1.8 
2. 18.1 — ti 2.8 
Charron 123 70 f 1,4 
$5 80 a ài B 
dryowa Carf'evascular 
leno A 16 "HR Mores 18 1.0 
DER — 4 di wem 0 ni 
Pua. Meecabosice! etal 
addoneral 3.4 2.9 Pan, back PA | 24 
Yourke 24 13 Pan, Hit 1t 1.1 
Tasts chaage "a — Pain, nesch 14 1.0 
Faces 1. 1.1 
Gaevtroemtertbe 1e pa. MEME od: 
Shin and pebeta t8 14 
My tor pos Sarva 
Swern, dpal achoa 1.8 - 
tXCHACPE &4 18 Fregus 
Pn Hood dm; 00 - 
wiectac 12 - 
Speetei Eoss 
Vievon 
drag biscs 2.8 1.8 
“Events rupbctad by st ast 1% oi Prowec-troeted paksats are inchaced. 


— daa epe Iro 1%. 
Drnwict {Hirreegtina heed inehinride Dieta 


ee appearsdio nystagmus, 
gh these cases wore 


Other Events nt lary Bai of Prozac — 
During clinical ves the US, PU. punipe doses were administered 
to ape aay > 5, d fd events hag tn with this 

inica! Investigators us 
n ME Nd Air pondus cape are provide a 
meaningful estimate ortion of individuals experiencing 


imr In st best 17 1/100 1 
occurring in 1/100 to 1/1,0 
in e than 171,000 prens.. 


c 
mia, qu. naa and sorum sicknass. E 
voe — Infrequent: angina pectoris, arrhythmia, hemor 
rhage. hype = migraine, postural on, syn- 
cope, an gt ie oo ta, bu 


stite; Mio 
8, gingivitis, glossttis, 
T functon tests abnormal, maena, 5, thirst; Rare "x diar- 
cholecystitis, choleRthiasis, colitis, duodenal ulcer, enteritis, fecal 
som ope hematemesis, pieni hepatemeg Dyperchio 
increased salvation, Hundice, liver tenderness, Iceration, 
gland EUM Fgement stomach ulcer, tongue discoloration, and tongue 


— infrequent: hypothyroidism; Aare: goiter and 


y mae d. iip leiba anemia and Miet 
dmopaly Aas SE Sala d org eye ey 
Pia rap ne t, petech purpura, sedimen-ation rate in 


' erodi 
patients; rare events are those occurring 


rombo 
—Frequant: weight loss; Infrequenm: generalized 
edema, hypoglycemia, peripheral edema, and weight galn; Aare: 
yriton, goul, hypercholesteremia, K. amla, hypo- 
c i, hyponatremia, and iron ncy anemia. 
Musculoskeletal —i : arthritis, bone pain, bursitis, ten- 


Osynovitis, and twit Rare: bons necrosis, dystrophy. 
hemorrhage, dealer pathological fracture, and rheumatoid 


rr SEAT © frequent Preguen! M dreams and agitation; Infreguent: 
sb acute bran rome, akaihisis, amnesia, apathy, ataxia, 


Bisco moa lieri fr CN sumus stimulation, co UBUOA. delusions, deper- 


sonalization, € euphona, hatiucinations, elt). 
kinesis, a, ge xoord atr libido Increased, nic racion, 
neuralgia, neuropathy, paranoid reaction, psychosis, a ign Rar 


abnormal electroencepnalo pap antisocial reaction, chronic brain 
ndrome, cireumoral ession, coma, dysarthria, 
tonia, extrapyramidal EN: bos ona, hysteria, _yociones, 


paralysis, refi 
FAR: eese I rhinitis, anda, Infrequent: 


or p, byperventitation, ard pneumonia; Aare: apnea, 

£, hypoxia, yr edema, jung edema, lung fibrosis/alveolitis, 

md pie cs — Infrequent: acne, dopecla, contact dermatit 
a, 8, 

dry skin, DGIO EOM ath. and urticaria: Rare: eczema. 

erythema muii fungal dermatitis, herpes zoster, hirsutism, 

purpuric rash, pustuiar rash, seborrhea, skin Skin discoloration, sn 

subcutaneous nodule, and and vesiculabullo us rash. 


EET Inf. DE “ananena e ear pal, eye 
: , And tinnitus: Rare: lapharitis, cataract, cor- 
neal lesion, deafness, diplopia, eye hemorrhage, ghucoma, iritis, ptosis, 


sirabismus, and tasts loss. 
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The Relation Between Alcohol Problems 
and the Anxiety Disorders 


Matt G. Kushner, M.A., Kenneth J. Sher, Ph.D., and Bernard D. Beitman, M.D. 


The idea that people suffering from anxiety have a 
proclivity to consume alcohol to relieve their symp- 
toms is supported by reports showing high comorbid- 
ity rates of alcohol and anxiety problems. The authors 
reviewed relevant epidemiologic surveys, family stud- 
ies, and field studies and conclude that the relationship 
between alcohol problems and anxiety appears to be 
variable among the anxiety disorders. In agoraphobia 
and social phobia, alcohol problems appear more 
likely to follow from attempts at self-medication of 
anxiety symptoms, but panic disorder and generalized 
anxiety disorder may be more likely to follow from 
pathological alcohol consumption. Simple phobia does 
not appear to be related to alcohol problems in any 
meaningful way. 

(Am J Psychiatry 1990; 147:685—695) 


he idea that alcohol can decrease severe anxiety 

dates back to antiquity. Hippocrates’ prescription 
was, “Wine drunk with an equal quantity of water 
puts away anxiety and terrors” (1). Nor was the ca- 
pacity of alcohol to abate fear lost on early chroniclers 
of abnormal psychological phenomena: according to 
Marks (2), as early as 1871, Westphal observed that 
"the use of beer or wine allowed the [agoraphobic] 
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patient to pass through the feared locality with com- 
fort” (p. 310). 

Early theorists suggested that alcohol’s anxiolytic ef- 
fects may reinforce drinking behavior, thereby pro- 
moting pathological drinking (3). Conger (4), cansid- 
ered to be the first to set down a firm theoretical model 
describing the reinforcing properties of alcohol, sug- 
gested that alcohol lessens the fear which motivates 
avoidance in an approach-avoidance conflict. The 
modern descendent of Conger’s research program is 
embodied in a large, mostly experimental literature in- 
vestigating the capacity of alcohol to reduce “tension” 
and/or the extent to which alcohol consumption is mo- 
tivated by the goal of “tension” reduction (the tension- ` 
reduction hypothesis) (5, 6). 

The question of whether alcohol reduces tension ap- 
pears to be related to a number of factors, including 
the amount of alcohol consumed, individual physio- 
logical differences, previous experience with alcohol, 
expectations about alcohol, social learning history, 
and, importantly, how tension is defined (6, 7). Cap- 
pell and Herman (8) reviewed studies testing the ten- 
sion-reduction hypothesis with no restriction on how 
"tension" was defined and concluded that evidence for 
the tension-reduction hypothesis was negative, equiv- 
ocal, or contradictory. Hodgson et al. (9) reevaluated 
the tension-reduction hypothesis and suggested that 
the literature supports the hypothesis if tension is de- 
fined more narrowly to include only fear and frustra- 
tion paradigms (10). 

Sher (7) recommended the abandonment of the con- 
struct of tension altogether for the more testable idea 
that alcohol reduces the magnitude of affective, psy- 
chophysiological, and behavioral responses to threat- 
ening stimuli (stress-response dampening). Sher (7) 
concluded that although drinking in response to stress 
is a complex phenomenon, alcohol does appear to 
have stress-response-dampening properties. 
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ALCOHOL AND ANXIETY 


Given the evidence for an important relation be- 
tween alcohol use and aversive states, it is surprising 
that the relation between alcohol and specific anxiety 
disorders has only recently begun to attract attention 
(6). In this regard, two studies are undoubtedly most 
responsible for orienting researchers toward this issue. 
First, Quitkin et al. (11) reported the history and clin- 
ical course of 10 “phobic-anxious” patients, all of 
whom abused alcohol and/or other drugs presumably 
to self-medicate their anxiety symptoms (the self-med- 
ication hypothesis). Second, a study by Mullaney and 
Trippett (12) found that nearly two-thirds of 102 in- 
patient alcoholics acknowledged either agoraphobic or 
social phobic symptoms and that half of these patients 
were rated as "severely phobic.” 

Although there is no clear consensus in the literature 
as to whether anxiety is more usefully conceptualized 
as a single construct or as multiple constructs (13), it 
may be that the various anxiety disorders have dif- 
ferent relations to alcohol. For example, to the extent 
that different anxiety disorders are associated with 
unique neurological and/or cognitive substrates (14— 
16), it may be that the anxiolytic properties of alcohol 
are specific to some anxiety disorders but not to others. 
Alternatively, the differing situations in which the var- 
' ious anxiety disorders are likely to be manifest (e.g., 
heterosocial situations versus public speaking versus 
exposure to small animals), along with the varying de- 
grees of life disruption and distress associated with the 
different anxiety disorders, may provide a wide range 
of opportunities and motivations to drink. Thus, al- 
though it appears that there are several reasons to sus- 
pect that alcohol may interact differently with each 
anxiety disorder, the literature has yet to be compre- 
hensively reviewed from this perspective. 

The purpose of this paper is to review and synthesize 
the literature bearing on the relation between specific 
anxiety disorders and alcohol problems. Focusing 
mainly on DSM-III and DSM-III-R diagnoses of social 
phobia, simple phobia, panic disorder, agoraphobia, 
generalized anxiety disorder, and obsessive-compul- 
sive disorder, we reviewed the literature in the follow- 
ing areas: 1) the comorbidity of alcohol problems and 
the anxiety disorders, 2) family studies of alcohol prob- 
lems and the anxiety disorders, 3) the order of onset in 
individuals experiencing both alcohol problems and 
anxiety disorders, 4) the extent to which alcohol is 
capable of and used for the control of clinical anxiety, 
and 5) the extent to which alcohol is capable of induc- 
ing or exacerbating clinical anxiety. Finally, we present 
an integrated analysis and theoretical discussion of the 
material reviewed and present our conclusions. 


COMORBIDITY OF ALCOHOL PROBLEMS AND THE 
ANXIETY DISORDERS 


Clinical studies have consistently shown marked co- 


morbidity between alcohol problems and anxiety dis- 
orders. These studies have been concerned primarily 
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with either the prevalence of anxiety disorders in pa- 
tients sampled from an alcoholism treatment setting or 
with the prevalence of alcohol problems in patients 
with anxiety sampled from a psychiatric treatment set- 
ting. For example, in studies of groups of patients with 
anxiety neuroses (diagnosed according to DSM-IT), es- 
timates of alcohol problems have ranged from 16% to 
2596 (17, 18). Even more notably, in patients receiving 
treatment for alcohol problems, estimates of the pro- 
portion who have anxiety problems have ranged kon 
22.6% (19) to as high as 68.7% (12). Also, data show- 
ing that there is marked comorbidity between alcohol 
and anxiety problems in community samples (20) fur- 
ther suggest that the positive association between these 
problems found in clinical groups is not due to an 
artifact of sample self-selection (i.e., the comorbidity is 
not specific to those who present for treatment). 

Although the cited studies demonstrate the robust 
relation between alcohol and anxiety problems, several 
other issues are relevant when considering the impli- 
cations of this literature for the relation of alcohol 
problems to specific anxiety syndromes. First, even in 
studies that assess multiple anxiety disorders, research- 
ers typically do not discuss the implications of their 
findings for the various anxiety disorders separately. 
Another factor that is often encountered in summaries 
of this literature is the lack or only casual differentia- 
tion of findings based on different reference popula- 
tions (e.g., those in psychiatric treatment versus those 
in alcoholism treatment). Related to this latter point, it 
may be particularly important to consider the implica- 
tions of alcohol withdrawal for the assessment of anx- 
iety disorders in alcoholism treatment populations. 
With these caveats in mind, tables 1 and 2, respec- 
tively, summarize studies investigating anxiety prob- 
lems in samples of patients in treatment for alcohol 
problems and alcohol problems in psychiatric samples 
of patients with anxiety disorders. 

In evaluating the implications of the studies shown 
in tables 1 and 2, it is important to note that the degree 
to which alcohol and anxiety problems covary is 
meaningless in the absence of an appropriate compar- 
ison criterion. Ideally, studies attempting to address 
this question would include normal and clinical con- 
trol groups for comparison; however, none of the stud- 
ies reviewed followed this procedure. In the absence of 
these intrastudy control subjects, the next best ap- 
proach is to compare the findings with community- 
based prevalence data. That is, if alcohol problems and 
anxiety disorders are related to each other in any im- 
portant way, this relation should be reflected in a mor- 
bidity risk that extends beyond the prevalence rates for 
these disorders in the community at large. Thus, the 
comorbidity rate of alcohol problems and a given anx- 
iety disorder will have different implications as a func- 
tion of the community base rate of the specific anxiety 
disorder in question. ` 

Do the epidemiologic findings of the studies cited 
represent a departure from expected community base 
rates? Table 3 summarizes the prevalence rates (medi- 
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KUSHNER, SHER, AND BEITMAN 
TABLE 1. Anxiety Disorders Found In Inpatient Alcoholic Samples 
Diagnostic Method, Criteria, Patients With 
Stu N Sex and Time Frame Anxiety Disorder Disorder (96) 
Mullaney and Trippett 102 MandF Self-report; criteria and time frame Agoraphobia 42.2 
(12) not specified Social phobia 56.8 
» l Agoraphobia or social phobia 68.7 
Powell et al. (21) $65 M Psychiatric diagnostic interview; Phobic disorder 10.0 
criteria not specified; lifetime Panic attacks , 13.0 
history Obsessive-compulsive disorder 12.0 
Bowen et al. (22) 48 MandF SADS; RDC; lifetime history Agoraphobia 12.5 
Social phobia 8.3 
Simple phobia 6.2 
Panic disórder 8.3 
Generalized anxiety disorder 22.9 
Any anxiety disorder 44.0 
Hesselbrock et al. (23) 321 MandF DIS; DSM-III; lifetime history Simple phobia 17.0 
Panic disorder 6.0 
Obsessive-compulsive disorder _ 5.0 
Agoraphobia 15.0 
Smail et al. (24) 60 MandF  Self-report; criteria and time frame Social phobia . 39.0 
not specified Agoraphobia 41.0 
Social phobia or agoraphobia 53.0 
Weiss and Rosenberg 84 MandF Structured clinical interview; Simple phobia 7.1 
(19) i DSM-III; lifetime history Generalized anxiety disorder 8.3 
Panic disorder 2.4 
Agoraphobia 2.4 
Social phobia 2.4 
Any anxiety disorder 22.6 
Stravynski et al. (25) 173 -— Structured clinical interview; Agoraphobia 8.5 
‘ DSM-III; lifetime history Social phobia TO 
Chambless et al. (26) 75 — SADS; RDC; lifetime history Agoraphobia 8.0 
Simple phobia 9.3 
Panic disorder 9.3 
Obsessive-compulsive disorder 2.7 
Social phobia 18.7 
, Any anxiety disorder 37.3 
Ross et al. (27) 370°  MandF DIS; criteria not specified; lifetime Panic disorder 10.8 
history Phobias! 36.5 
Generalized anxiety 56.2 
Obsessive-compulsvie disorder 10.8 


“Data not given. 


Of the 501 subjects described by Ross et al., this table represents only the findings for a subsample of 370 subjects who reported an alcohol 
or alcohol and drug problem. Also, this study sample was an unspecified mix of inpatients and outpatients. 
“Agoraphobia with and without panic attacks, simple phobia, and social phobia. 


ans and ranges) for anxiety disorders and alcohol 
problems based on the studies cited in tables 1 and 2 
next to relevant community base-rate figures for anx- 
iety and alcohol disorders. In addition to comparisons 
of prevalence rates of the disorders in the clinical ver- 
sus community samples, it is of particular interest to 
see whether these relations remain stable for data gath- 
ered in alcohol-dependent subjects versus subjects with 
anxiety disorders and whether the relation between 
alcohol problems and anxiety disorders appears to 


vary among the different anxiety disorders. 


Based on the summary findings reported in table 3, 
patients with agoraphobia or social phobia appear to 
be considerably more likely to have alcohol problems 
regardless of whether they are sampled from an alco- 
holism treatment group or an anxiety disorders treat- 
ment group. Alcohol problems and agoraphobia are 
found together roughly twice as often as would be 
expected in both groups. Similarly, patients with social 
phobia sampled from groups with anxiety disorders 


Am J] Psychiatry 147:6, June 1990 


are slightly more than twice as likely to have had al- 
cohol problems than are individuals from the commu- 
nity. In groups with alcohol disorders, social phobia is 
nine times more likely than would be expected from 
the community base-rate figure. 

Although table 3 highlights the potentially impor- 
tant relation of alcohol problems to agoraphobia and 
social phobia, it also shows that simple phobia does 
not have a rate of comorbidity with alcohol problems 
beyond expected community base rates. Data shown in 
table 3 indicate that whether one is assessing the extent 
of simple phobia in alcohol-dependent samples or as- 
sessing alcohol problems in psychiatric samples of pa- 
tients with simple phobia, the comorbidity rate for 
these disorders does not exceed expected community 
levels. 

Interestingly, although generalized anxiety disorder 
and panic disorder appear to be overrepresented in 
alcohol-dependent groups, alcohol problems do not 
appear to be overrepresented in psychiatric samples of 
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TABLE 2. Alcohol Problems Found in Outpatients With Anxiety Disorders 





Study N Sex Anxiety Disorders 
Winokur and 31  MandF Anxiety neurosis 
Holemon (17) 
Woodruff et al. (18) 62  MandF Anxiety neurosis 
Amies et al. (28) 87  MandF Social phobia 
57  MandF Agoraphobia 
Thyer et al. (29) 160 m Agoraphobia 
Panic disorder 
Simple phobia 
Social phobia 
Generalized anxiety 
disorder 
Bibb and Chambless 254 MandF Agoraphobia with 
(30) panic attacks 
Noyes et al. (31) 150  MandF Agoraphobia 


Panic disorder 


"Data not given. 


patients with generalized anxiety disorder and panic 
disorder (see table 3). One potentially important issue 
here concerns the observation that unlike individuals 
providing data for studies shown in table 2 (psychiatric 
samples), most individuals providing data for studies 
shown in table 1 (alcoholism treatment samples) had 
experienced a 1—2-week alcohol detoxification just be- 
fore being evaluated for the presence of anxiety disor- 
ders. Although we will review this position in greater 
detail later in this paper, it may be that the association 
between generalized anxiety disorder or panic disorder 
and alcohol problems in these patients is, to some ex- 
tent, a function of alcohol detoxification. 

Finally, the comorbidity of alcohol problems and 
obsessive-compulsive disorder is difficult to evaluate 
on the basis of the studies reviewed. Although table 3 
indicates that obsessive-compulsive disorder is more 
common in alcoholism treatment samples than in the 
community, no data are currently available regarding 
the extent of alcohol problems among psychiatric pa- 
tients with obsessive-compulsive disorder. However, 
recent data from the Epidemiologic Catchment Area 
Program (35) suggest that the comorbidity of alcohol 
problems and obsessive-compulsive disorder in the 
community is marked. That study found that 24.196 of 
the respondents receiving a diagnosis of obsessive- 
compulsive disorder also had a history of alcohol 
abuse or dependence. Thus, based on the community 
prevalence rate for alcohol problems in that same sam- 
ple (see table 3), individuals with obsessive-compulsive 
disorder were nearly twice as likely to have had an 
alcohol problem as were those without obsessive-com- 
pulsive disorder. 


FAMILY STUDIES 


Investigations have shown consistently that family 
members of individuals with anxiety disorders are at 
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i Patients With 
Diagnostic Method and Cri- Diagnosis 

teria for Alcohol Problems Diagnosis (%) 

Structured clinical interview; ^ Alcohol abuse 16.1 
criteria not specified 

Structured clinical interview; ^ Alcoholism 15.0 

criteria not specified Heavy drinkers 25.0 

Structured clinical interview; ^ Alcohol abuse 20.0 

criteria not specified Alcohol abuse 7.0 

Self-report; criteria not Alcohol problems 27.0 

specified Alcohol problems 8.0 

Alcohol problems 8.0 

Alcohol problems 36.0 

Alcohol problems 10.0 

Structured interview and Alcoholism 21.0 
self-report; DSM-III 

Structured interview; Alcoholism 19.4 

DSM-III Alcoholism 72 


risk for alcohol problems. For example, early studies 
of patients with anxiety neuroses demonstrated that 
their first-degree relatives suffered from alcoholism 
more than individuals without a family member with 
anxiety neurosis (36—39). Cloninger et al. (37) and 
Crowe et al. (38) found this relation to be particularly 
strong in the male relatives of patients with anxiety 
neuroses. 

Munjack and Moss (40) provided evidence suggest- 
ing that a risk for alcohol problems may be more 
clearly associated with some anxiety disorders than 
with others. These authors examined the family his- 
tory of 68 patients with agoraphobia, 10 patients with 
social phobia, and 35 patients with mixed simple pho- 
bias. They found that 26.5% of the first-degree rela- 
tives of agoraphobic patients had a history of alcohol- 
ism, compared with 2096 of the relatives of patients 
with social phobia and 8.6% of the relatives of pa- 
tients with mixed simple phobias. Statistical compari- 
sons showed that the rate of alcoholism was not dif- 
ferent in family members of patients with social phobia 
than in those of agoraphobic patients but that both of 
these groups had significantly more alcoholism than did 
the family members of probands with simple phobias. 

Noyes et al. (31) provided further evidence that the 
familial transmission of alcohol problems varies for 
probands with different anxiety disorders. These au- 
thors compared the first-degree relatives of 40 patients 
with agoraphobia and panic attacks, 40 patients with 
uncomplicated panic disorder, and 20 nonanxious 
control subjects. They found that the family members 
of probands with panic disorder were at a slightly 
greater risk for alcoholism than were those of normal 
control subjects (8.4% versus 5.5%) but that family 
members of agoraphobic probands had a substantially 
greater risk for alcohol problems (17.096). Interest- 
ingly, the risk for alcoholism was greater in the male 
relatives of agoraphobic patients and the risk for 
agoraphobia was greater in agoraphobic patients' fe- 
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TABLE 3. Prevalence of Specific Anxiety Disorders and Alcohol Problems In Clinical Studles Versus Lifetime Prevalence Rates in Commu- 


nity Samples" 
Prevalence of Anxiety Disorders (96) Prevalence of Alcohol Problems (96) 
Alcohol Disorders Anxiety Disorders 
Anxiety Diagnosis Median Range Samples Median Range Samples 
Agoraphobia 12.5 2.4--42.2 5.9 20.2 7.0—27.0 13.3 
Simple phobia 8.2 6.2—17.0 11.4 8.0 —t 13.3 
Social phobia 13.5 2.4—56.8 1.5 28.0 20.0—36.0 13.3 
Panic disorder 8.3 2.4—10.8 1.4 7.6 7.2—8.0 13.3 
Generalized anxiety disorder 22.9 8.3—52.6 5.84 10.0 as 13.3 
Obsessive-compulsive disorder 7.9 2.7—12.0 3.0 — © 13.3 
Anxiety neurosis — — —* 25.6 16.1-35.0 13.3 
Any anxiety disturbance 44.0 22.6-68.7 15.5 — aan 13.3 


*Clinical prevalence rates are from studies shown in tables 1 and 2 (12, 17-19, 21-31). Community prevalence rates are based on the findings 


of the Epidemiologic Catchment Area Program survey (32—34). 


PBased on the Epidemiologic Catchment Area Program survey (32—34): 13.396 of the adult community at large has experienced an alcohol 


disorder at some time in their lives. 


*Because only one study provided relevant information for these disorders, a range of findings is not available. 
Because the lifetime community prevalence rates were unavailable for this disorder, the 6-month prevalence rate is shown. 


“Data not given. 


male relatives. This may suggest that alcoholic men are 
self-medicating agoraphobic symptoms with moderate 
SUCCESS. 

Jt also appears that relatives of probands with anx- 
iety disorders and alcoholism are at greater risk for 
anxiety disorders than are the relatives of probands 
with anxiety disorders alone. Merikangas et al. (41) 
examined the first-degree relatives of probands who 
were matched on several factors (presence of depres- 
sion, presence of anxiety disorders, age at onset, and 
history of suicidal ideation) but differed as to the pres- 
ence or absence of alcoholism. They found that rela- 
tives of probands with anxiety disorders and alcohol- 
ism had a greater risk for anxiety disorders than did 
the family members of probands with anxiety disor- 
ders but no alcoholism. 


ORDER OF ONSET 


Consistent with the self-medication hypothesis, 
studies combining individuals with different anxiety 
disorders into one group have typically reported that 
anxiety problems most often begin before alcohol 
problems. For example, Bowen et al. (22), who inves- 
tigated several anxiety disorders in an alcoholic popu- 
lation (see table 1), reported that, on average, anxiety 
disorders began almost 10 years before alcohol prob- 
lems; however, four out of 10 patients said that alco- 
hol problems developed first. Similarly, Weiss and 
Rosenberg (19) reported that 12 (63%) of 19 alcohol- 
ics with a variety of anxiety disorders said that anxiety 
problems began first. Unfortunately, as mentioned ear- 
lier, the task of evaluating the relation of alcohol prob- 
lems to specific anxiety disorders is made more difficult 
by the tendency of past researchers to lump together 
patients with any anxiety disorder. 

Studies that have reported the order of onset for 
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subjects with both alcohol problems and phobic dis- 
orders (agoraphobia, social phobia, and/or simple 
phobia) have found that the phobia generally began 
first (12, 24—26, 42). Mullaney and Trippett (12) re- 
ported that for 36 of 44 individuals with both a phobia 
(social phobia or agoraphobia) and alcoholism, the 
phobia began first. Stockwell et al. (42) found that the 
median onset for social phobia and agoraphobia in 
subjects receiving alcoholism treatment was 2 years 
before that of alcohol problems. Stravynski et al. (25) 
reported that alcohol abuse began after anxiety disor- 
der for 64% of the agoraphobic patients and 70% of 
the patients with social phobia in their alcoholism 
treatment sample. Finally, both Chambless et al. (26) 
and Hesselbrock et al. (23) reported that in alcoholics 
with simple phobias, the phobias tended to precede the 
alcoholism. 

Although these studies examined anxiety disorders 
in inpatient alcoholic samples, Bibb and Chambless 
(30) addressed this issue in a sample of outpatients 
with anxiety disorders. Based on information from 16 
of their 22 patients with both alcoholism and agora- 
phobia, they reported that agoraphobia began first for 
nine (56%), problem drinking came first for five 
(31%), and the onset of both problems occurred at the 
same time for two (13%). Breier et al. (43) reported 
that eight of 10 alcoholics in a group of patients with 
panic disorder or agoraphobia with panic attacks said 
that their alcoholism began before their first panic 
attack, 

Retrospective findings regarding the order of onset 
for individuals with alcohol problems and anxiety dis- 
orders other than the phobias have been less consis- 
tent. For example, although Chambless et al. (26) 
found that panic disorder in subjects in alcoholism 
treatment generally began somewhat after the onset of 
alcohol problems, Ross et al. (27) and Powell et al. 
(21) reported that panic began first for a slight major- 


689 


ALCOHOL AND ANXIETY 


ity of their subjects in alcoholism treatment. Hessel- 
brock et al. (23), however, reported that their sample 
of alcoholics with panic disorder were nearly evenly 
split as to which problem developed first. 

Studies looking at the order of onset for obsessive- 
compulsive disorder and alcohol problems also present 
mixed findings. For example, in alcoholism treatment 
samples, Powell et al. (21) reported that obsessive- 
compulsive disorder and alcohol problems began at 
about the same time for the majority, Hesselbrock et 
al. (23) found that obsessive-compulsive disorder 
tended to begin after the problematic use of alcohol, 
and Ross et al. (27) found that obsessive-compulsive 
disorder tended to begin at the same time or before 
alcoholism. Adding little clarity to these mixed find- 
ings from alcoholism treatment samples, Karno et al. 
(35) found that in the Epidemiologic Catchment Area 
Program community survey, just over half (52.7%) of 
the subjects with both obsessive-compulsive disorder 
and alcohol problems reported that the obsessive-com- 
pulsive disorder occurred first. 

Finally, Ross et al. (27) conducted one of the few 
studies to assess the order of onset for generalized anx- 
iety disorder and alcohol problems in individuals with 
both of these disorders. These authors reported that 
the majority of alcoholics with generalized anxiety dis- 
order in an addiction treatment center indicated that 
their generalized anxiety disorder began either after 
(51.1%) or at the same time (10.3%) as their alcohol 
problem. Only 38.4% of this sample said that gener- 
alized anxiety disorder preceded their alcohol problem. 

In sum, studies show considerable variation both 
among and within types of anxiety disorder in the se- 
quence of disorder onset for subjects with both alcohol 
problems and anxiety disorders; however, some pat- 
terns do emerge from the studies reviewed. Phobias 
(simple, social, and agoraphobia) most consistently 
(although not invariably) predated the onset of alcohol 
problems. Panic disorder and obsessive-compulsive 
disorder, according to the studies reviewed, may typi- 
cally begin before, after, or at the same time as alcohol 
problems. Also, the results of one study suggest that 
generalized anxiety disorder may most typically begin 
after the onset of problematic drinking. 


ALCOHOL AND THE CONTROL OF CLINICAL 
ANXIETY 


Retrospective reports by agoraphobic patients who 
also have an alcohol problem suggest that they believe 
alcohol can help control their anxiety symptoms and 
that they drink alcohol for that purpose. For example, 
Bibb and Chambless (30) found that as many as one- 
third of a sample of agoraphobic outpatients who were 
also diagnosed as alcoholic acknowledged that they 
began drinking to control anxiety symptoms. Further, 
almost all of these patients (91%) reported that they 
had used alcohol to help control phobic fears, 77% 
reported that the best thing about alcohol was its anxi- 
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olytic effects, and 48% reported that their motivation 
for drinking alcohol was more to feel normal than to 
have fun or become drunk. Similarly, in an alcoholism 
treatment sample, Smail et al. (24) found that all pa- 
tients with agoraphobia or social phobia attributed 
tension-reducing properties to alcohol and reported 
having noticed that alcohol was helpful to them in 
coping with feared situations. 

Apparently contrary to these reports, Saman 
et al. (44) concluded that alcohol is not used regularly 
by “neurotic” patients for its anxiolytic effect. How- 
ever, although these authors found that “neurotic” pa- 
tients did not differ from normal subjects in terms of 
quantity of alcohol consumed, 39.5% of the patients 
said that they either always or sometimes drank in 
response to anxiety. (This measure was not reported 
for the normal group.) Also, and perhaps more impor- 
tantly, because their sample comprised a group of 
individuals with a variety of anxiety disorders (“ago- 
raphobia, social phobia, specific phobia, obsessive- 
compulsive neurosis") along with other problems 
("sexual deviation, sexual dysfunctions, and habit dis- 
orders"), it is not possible to determine whether these 
various problems were differentially related to drink- 
ing behavior. 

Indeed, there is some evidence to suggest that the 
extent to which individuals report having used alcohol 
to cope with anxiety is not uniform for all anxiety 
disorders. Chambless et al. (26) found that in their 
total sample of alcoholics with anxiety disorders (ag- 
oraphobia, simple phobia, social phobia, panic disor- 
der, and obsessive-compulsive disorder), only 59% re- 
ported having used alcohol to cope with fears. 
However, all of the agoraphobic patients in the same 
sample indicated that they had used alcohol to cope 
with fears. This finding is particularly interesting in 
view of the fact that individuals with alcohol prob- 
lems, as a group, are more likely than normal subjects 
to attribute stress-reducing properties to alcohol (45). 


ALCOHOL AND THE INDUCTION OF CLINICAL 
ANXIETY 


Paradoxically, it appears that under some circum- 
stances alcohol can actually increase anxiety. Although 
Sher (7) emphasized that this phenomenon is consis- 
tent with Conger's original statement of the tension- 
reduction hypothesis (4), modern alcohol researchers 
have tended to be less concerned with this issue. In 
spite of this relative underemphasis from researchers, 
retrospective and experimental evidence suggests that 
an increase in anxiety is associated with the effects of 
prolonged drinking (46), the ingestion of high doses of 
alcohol (47), and withdrawal from habitual drinking 
(48). The chronic and, particularly, the acute effects of 
pathological alcohol consumption on the organ sys- 
tems of the body may produce symptoms that either 
mimic anxiety states or provide a potential trigger for 
anxiety reactions by sensitizing individuals to their 
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own somatic responses (49). Finally, beyond the phar- 
macologic effects of alcohol, it appears that the nega- 
tive social, legal, and interpersonal consequences of 
long-term alcohol abuse may substantially increase 
stress, anxiety, and worry (50). 

Retrospective data indicate that alcohol consump- 
tion can increase or exacerbate clinical] anxiety. For 
example, Stockwell et al. (42) found that although 
most of the patients with agoraphobia or social phobia 
in their sample of alcoholic inpatients believed that 
alcohol helped them cope with anxiety and had used it 
for that purpose, they also acknowledged that their 
fears were often worse after a bout of drinking. This 
held true even for individuals who provided a history 
clearly suggesting that alcohol first became a problem 
in response to attempts to cope with anxiety problems. 
Similarly, although the majority of phobic alcoholics 
reported that their phobia predated alcohol abuse, the 
majority also indicated that phobic anxiety was at its 
worst long after drinking became a problem. 


Anxiety and Prolonged Drinking 


As already indicated, it is well documented that pro- 
longed drinking can lead to an increase in anxiety in 
some cases (46). In the tradition of radical behavior- 
ism, this observation led Mendelson and Mello (51) to 
the counterintuitive suggestion that alcoholics may ac- 
tually be motivated to drink by the aversive conse- 
quences that follow this behavior. However, Stockwell 
(52) argued that the contradictory findings that alco- 
hol can both increase and decrease anxiety are recon- 
ciled by the hypothesis that the short-term effect of 
alcohol ingestion is to reduce anxiety but the long-term 
consequence is to increase anxiety: 

Stockwell et al. (46) provided evidence for this hy- 
pothesis by monitoring self-report and physiological 
indexes of anxiety in alcoholic men as they consumed 
alcohol over a 2-day period. They found that although 
subjects showed decreased anxiety shortly after drink- 
ing, they reported a long-term increase in anxiety and 
dysphoria as they continued to drink. In addition to 
experiencing increased anxiety as they drank, subjects 
also maintained that they expected to feel worse if they 
stopped drinking. The authors pointed out that this 
latter finding makes it clear that a complete analysis of 
the relation between alcohol and anxiety must include 
not only the reasons why individuals choose to drink 
but also the reasons why they choose not to discon- 
tinue drinking (ie., the perceived consequences of 
stopping drinking). 


Anxiety and Alcobol Witbdrawal 


Withdrawal from alcohol following a relatively pro- 


longed period of drinking can result, physiologically, . 


in autonomic nervous system hyperexcitability and, 
clinically, in symptoms of anxiety such as tremulous- 
ness, tachycardia, insomnia, gastrointestinal upset, feel- 
ings of apprehension, anxiety, irritability, and hyper- 
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ventilation (48). Within 12—48 hours of withdrawal, 
it is not uncommon for marked anxiety and various 
autonomic irregularities to appear (48). Further, in 
reference only to symptoms, it appears that the conse- 
quences of alcohol withdrawal can be indistinguish- 
able from anxiety disorders not associated with alco- 
hol withdrawal (53, 54). In fact, evidence suggests that 
trained interviewers and patients themselves cannot 
clearly determine whether some anxiety symptoms are 
due to alcohol or not (26, 27), particularly with refer- 
ence to generalized anxiety (55). 

Evidence suggests that acute withdrawal from alco- 
hol is often associated with hyperventilation, leading 
to respiratory alkalosis ($6), and that the resulting 
symptoms (e.g., palpitations, dizziness, shortness of 
breath, fear, and depersonalization) can be indistin- 
guishable from panic attacks and/or generalized anxi- 
ety disorder (57). Roelofs (58) found that the fre- 
quency with which alcoholic inpatients experienced 
hyperventilation-like symptoms over the 3 weeks pre- 
ceding their study correlated with the duration of the 
patients' excessive alcohol use, duration of withdrawal 
symptoms, and how long they had been treating with- 
drawal symptoms with renewed alcohol intake. Fur- 
ther validating this interpretation, Roelofs reported 
that 21 (56.896) of 37 subjects acknowledged that 
the symptoms they experienced during a 3-minute vol- 
untary hyperventilation session were similar to the 
symptoms they had experienced in the past on alcohol 
withdrawal. 

Roelofs (58) suggested that high rates of panic dis- 
order and other anxiety symptoms in samples of with- 
drawing alcoholics may be a result of alcohol with- 
drawal. She .contrasted this view with the more 
common notion that individuals with preexistirig anx- 
lety are at greater risk to develop alcohol problems. 
Consistent with this idea, Chambless et al. (26) re- 
ported that symptoms of generalized anxiety disorder 
could not be distinguished from the effects of alcohol 
abuse in the withdrawing alcoholics that they inter- 
viewed. Similarly, Stockwell et al. (42) posited that the 
“dry shakes" of alcohol withdrawal and the “panic 
attacks" described by their inpatient alcoholic sample 
“do not really denote very different experiences but are 
merely alternative terms for the same experience" (p. 
62). 


Anxiety and tbe Toxic Effects of Alcobol 


The direct impact of prolonged pathological alcohol 
consumption on the organs of the body (including as- 
sociated nutritional deficiencies) may result in symp- 
toms that either overlap with anxiety symptoms, serve 
as somatic cues for anxiety responses, and/or contrib- 
ute to one's level of worry, stress, and anxiety in their 
own right. Potential problems include alcoholic ke- 
toacidosis, stomach and duodenum disturbances, and 
sleep disturbances, which may be associated with such 
anxiety-like symptoms as confusion or difficulty con- 
centrating, stomach pain, fatigue, insomnia, worry or 
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rumination, and irritability ($9, 60). Further, consis- 
tent with cognitive formulations of anxiety (61), bod- 
ily symptoms resulting from chronic alcohol ingestion 
may serve as potential triggers or cues for anxiety 
reactions. 


Life Stress as a Consequence of Chronic Alcohol 
Abuse 


According to DSM-III-R, both alcohol abuse and 
alcohol dependence include a component of social or 
occupational disruption caused by the individual’s pat- 
tern of pathological substance abuse, Vaillant (50) pe- 
riodically evaluated alcohol abuse and other dimen- 
sions of social and psychological functioning in 184 
men who had been identified in college as mentally and 
physically healthy. At age 50, 26 (14%) of these indi- 
viduals were rated as being alcohol abusers. Twenty- 
one of these 26 individuals had seen a psychiatrist at 
some time after college. The individuals with alcohol 
problems demonstrated substantially more work and 
family disturbances than did those who did not abuse 
alcohol, and these problems tended to begin after al- 
cohol abuse was a problem. Thus, it would seem rea- 
sonable to suggest that the greater background stress 
due to the negative social, legal, and interpersonal con- 
sequences of chronic alcohol abuse may trigger anxiety 
symptoms in vulnerable individuals. 

In sum, there is evidence that pathological alcohol 
consumption can have an anxiogenic consequence un- 
der some circumstances. Therefore, it is important to 
determine in what way this potential contingency 
might affect the motivation to drink among individuals 
with alcohol problems and anxiety disorders. Stock- 
well et al. (46) argued that alcohol’s initial anxiolytic 
effects, because they are more proximal to the drinking 
behavior, are functionally more potent reinforcers of 
such behavior in spite of possible long-term anxiogenic 
effects. They also pointed out that individuals may con- 
tinue to attribute anxiolytic effects to alcohol in spite 
of actually experiencing increases in anxiety if they 
believe (as Stockwell et al. [46] found that they do) that 
to discontinue drinking would result in even greater dis- 
comfort. Finally, it would appear that some individu- 
als drink alcohol in an attempt to minimize anxiety- 
like symptoms which may have initially arisen from 
the negative consequences of alcohol abuse (e.g., with- 
drawal effects). Thus, paradoxically, it would appear 
that alcohol consumption can serve at different levels 
as both an anxiolytic and an anxiogenic stimulus. 


INTEGRATED ANALYSIS AND DISCUSSION 
General Findings 
At a general level, a review of the current literature 


leads us to conclude that evidence for a simple unidi- 
rectional causal relation between alcohol problems 
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and clinical anxiety is not likely to be established. It 
appears more likely that alcohol has the potential to 
interact with clinical anxiety in a circular fashion, re- 
sulting in an upward spiral of both anxiety and prob- 
lem drinking. For example, increasing alcohol con- 
sumption motivated by the short-term relief of anxiety 
(or the belief that alcohol can relieve anxiety) may lead 
to increased anxiety related to autonomic nervous sys- 
tem hyperexcitability and anxiety-inducing environ- 
mental disruptions which, in turn, may lead to more 
alcohol consumption to relieve symptoms. 

Further, we conclude that the common practice of 
treating various anxiety disorders as a homogeneous 
group in relation to alcohol problems is most likely 
inappropriate. À review of relevant epidemiologic, 
family, and field studies strongly suggests that the var- 
ious anxiety disorders have different relations with al- 
cohol problems. Thus, the frequently expressed view- 
point that the relation of alcohol problems and anxiety 
disorders primarily involves attempts at self-medica- 
tion across anxiety disorders would appear to be in- 
complete and overly simplistic. 

Based on the studies reviewed, agoraphobia and so- 
cial phobia appear to demonstrate a consistent and 
robust relation to alcohol problems. Only these anxi- 
ety disorders have been shown to have a marked rela- 
tion to alcohol problems in both alcoholic and psychi- 
atric samples. Similarly, family data showed elevated 
levels of alcohol problems in the family members of 
patients with agoraphobia or social phobia but not in 
the family members of probands with simple phobia or 
panic disorder. Additionally, studies suggest that alco- 
hol problems tend to begin after the onset of agora- 
phobia or social phobia and that many patients report 
having started abusing alcohol as an attempt to control 
the anxiety associated with these disorders. 

Unlike social phobia and agoraphobia, panic disor- 
der and generalized anxiety disorder (and perhaps ob- 
sessive-compulsive disorder) appear to be more clearly 
associated with alcoholics who are being withdrawn 
from alcohol (see table 1) than are alcohol problems 
associated with psychiatric patients with panic disor- 
der and generalized anxiety disorder (see table 2). 
These findings, along with evidence showing that 
alcohol withdrawal can induce symptoms indistin- 
guishable by patients or interviewers from panic and 
generalized anxiety disorder, may suggest that such 
symptoms are often a result rather than a cause of 
problem drinking. This conclusion is also consistent 
with findings showing that these anxiety disorders tend 
to begin after or at the same time as problem drinking. 
However, due to a lack of relevant data, the Eus 
between alcohol problems and obsessive-compulsive 
disorder remains particularly ambiguous. 

If this analysis of the relation of alcohol problems to 
panic and generalized anxiety disorder is correct, it 
would still be overly simplistic to say that alcohol 
causes these anxiety disorders. For example, although 
autonomic nervous system hyperexcitability can cause 
symptoms resembling generalized anxiety disorder and 
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panic, the relation between these symptoms and the 
anxiety syndromes they resemble is unclear (53). Also, 
as we have already pointed out, it would be inappro- 
priate to say that alcohol withdrawal causes panic and 
generalized anxiety disorder symptoms without adding 
that these symptoms may in turn motivate more drink- 
ing behavior as a source of symptom relief; again, a 
transactional relation is suggested. 

. Unlike the other anxiety disorders discussed here, 
simple phobia does not appear to be related to alcohol 
problems in any meaningful way. Epidemiologic data 
show that the comorbidity rate of this anxiety problem 
with alcohol problems is not marked. Other data show 
an absence of familial transmission of alcohol prob- 
lems to the family members of patients with simple 
phobia compared with those of patients with agora- 
phobia or social phobia. Also, although simple phobia 
tends to begin before alcohol problems, this may sim- 
ply reflect me early age at onset for simple phobia (1), 
an interpretation that is buttressed by epidemiologic 
findings. Finally, although more studies are clearly 
needed to draw firm conclusions, evidence does sug- 
gest that alcohol is relatively ineffectual in controlling 
the symptoms of patients with simple phobia (62, 63). 


Potential Explanations 


How can we account for the differential relation of 
alcohol problems to the various anxiety disorders? Be- 
ginning with a straightforward possibility, the typical 
manifestation of the various anxiety disorders may 
present different opportunities to consume alcohol. 
For example, situations provoking anxiety for individ- 
uals with social phobia would generally be expected to 
occur more often and in situations where it is more 
socially appropriate to drink (e.g., parties or bars) than 
they would for individuals with small animal phobia. 
Also, as a result of the ease of access to alcohol and its 
social appropriateness, the individual with social pho- 
bia may be particularly vulnerable to initiating the up- 
ward spiral of anxiety symptoms and alcohol problems 
discussed above. For instance, regular drinking in the 
feared situation could inhibit natural desensitization of 
social fears (63, 64) and might also serve to further 
undermine the individual's sense of self-efficacy in so- 
cial situations without alcohol (65). 

Additional factors that may differentiate the relation 
of alcohol problems to the various anxiety disorders 
include the frequency and intensity of impairment that 
a given anxiety problem produces. For example, al- 
though the etiology and symptoms of panic disorder 
and agoraphobia are closely linked (66, 67), the unre- 
mitting disturbance of agoraphobic avoidance may 
serve as a stronger motivation to seek relief in general 
(including through alcohol) than would periodic panic 
attacks without avoidance. This point may be even 
more relevant for anxiety disorders that, although 
quite intense, are rarely manifest (e.g., a severe snake 
phobia for an urban dweller). 

À more theoretically complex explanation for dif- 
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ferential associations between alcohol and the various 
anxiety disorders is that the pharmacologically medi- 
ated anxiolytic effect of alcohol is more robust for cer- 
tain types of anxiety. Hoehn-Saric (16) reviewed liter- 
ature relating to the psychobiology of anxiety. He 
concluded from the evidence concerning norepineph- 
rine and benzodiazepine-y-aminobutyric acid (GABA) 
receptor models of anxiety that separate neural sys- 
tems are related to two distinct types of clinical anxiety 
phenomena. Although more recent studies evaluating 
the efficacy of potent benzodiazepines (e.g. alpra- 
zolam) for the treatment of panic disorder (68) have 
challenged earlier findings on which many of Hoehn- 
Saric's observations were based, models postulating 
distinct neural mechanisms for various anxiety re- 
sponses continue to be vigorously defended (15). Thus, 
to the extent that different anxiety disorders are asso- 
ciated with different neural systems, it seems likely that 
the anxiolytic effects of alcohol will be accordingly 
variable. 

At a different level of analysis, some writers have 
argued that the cognitively mediated anxiolytic effects 
of alcohol are more robust for anxiety states with a 
substantial cognitive component (6). In this regard, al- 
cohol's anxiolytic effects have been linked to a host of 
cognitive processes (e.g., attention allocation, self- 
efficacy, self-focus, and attributional processes) (69). 
Because the core pathogenic processes of both agora- 
phobia and social phobia are thought to be highly cog- 
nitive (70—72), this analysis is quite consistent with the 
current review, which suggests that these anxiety dis- 
orders are the most reliably related to alcohol problems. 

It may be that the cognitive consequences of alcohol 
consumption interrupt the pathogenic processes of dis- 
orders such as social phobia and agoraphobia in a spe- 
cific way. For example, social evaluation anxiety has 
been linked empirically and theoretically to greater 
awareness of oneself as a social object (self-awareness) 
(73). Hull (74) suggested that alcohol interferes with 
the cognitive processes underlying self-awareness, thus 
lessening the impact of self-critical information. Al- 
though Hull’s model has received mixed support in the 
tension-reduction hypothesis literature (7), it may be 
that this process operates more reliably in patients 
with social phobia than it does in normal subjects, 
Sunilarly, evidence suggests that alcohol consumption 
may serve to narrow an individual’s perception to im- 
mediate cues (75). Thus, alcohol consumption may di- 
minish agoraphobic symptoms directly by insulating 
predisposed individuals from being overwhelmed by 
complex environmental stimuli (76). Again, assess- 
ment of the validity of these hypotheses awaits future 
investigation. 


CONCLUSIONS 
Although much evidence has accumulated showing 


a relation between alcohol problems and anxiety dis- 
orders, the current review set out to elucidate, as far as 
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possible, the extent and nature of this relation as eval- 
uated separately for specific anxiety disorders. From 
this perspective, we found that the relevant literature, 
taken together, provides an empirical and theoretical 
base for conceptualizing the relation between alcohol 
and anxiety as variable depending on the specific anx- 
iety syndrome under consideration and the setting 
from which the case is drawn. 

Inferences from our review should serve to promote 
a refinement of current views of the relation between 
alcohol and anxiety. For example, the data showing 
differing family histories, degrees of comorbidity, and 
patterns of factors maintaining symptoms provide 
pragmatic clinical suggestions for practitioners in both 
alcoholism treatment and psychiatric settings. Also, 
these data emphasize the importance for future re- 
search in this area to clearly distinguish types of anx- 
lety disorder (e.g., simple versus social phobia and 
panic disorder with versus without agoraphobic avoid- 
ance) in considering issues of comorbidity with alcohol 
problems. 

Although we have reviewed literature explicating 
the relation of alcohol problems to specific anxiety dis- 
orders, an important issue that we did not address is 
the specificity of these relations with regard to other 
mental disorders. That is, because many individuals 
have polysubstance abuse and/or multiple psychiatric 
diagnoses (20), the role that these other disorders may 
play in moderating the empirical relation between al- 
cohol problems and anxiety disorders remains unclear. 
This issue is particularly relevant in view of the fact 
that disorders such as depression are thought to be 
highly related to both anxiety conditions (66) and al- 
cohol problems (27). Similarly, findings showing that 
the presence of one anxiety disorder increases the risk 
for the presence of additional anxiety disorders (32) 
leave open the possibility that the presence of several 
anxiety disorders in the same individual may have im- 
plications for the relation between alcohol and anxiety 
not assessed in this review. Given the likely importance 
of these issues, research aimed at more completely ad- 
dressing the influence of multiple diagnoses on the re- 
lation between alcohol and anxiety is a logical next 
step in this area. 
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Organic Mental Disorders Caused by HIV: 
Update on Early Diagnosis and Treatment 


Samuel W. Perry, M.D. 


HIV directly affects the CNS, primarily causing sub- 
cortical neuropathology. Dementia as the initial pre- 
sentation is rare, but organic mental changes that 
mimic many functional disorders can occur during the 
course of infection. The mental status examination is 
not adequately sensitive to detect noncognitive dysfunc- 
tion, and subjective complaints, neurological signs, re- 
duced T4 lymphocytes, CSF abnormalities, diffuse 
slowing on ECG, mild cerebral atrophy on brain CT, 
and nonspecific byperdensities on brain magnetic res- 
onance imaging do not correlate reliably with early 
and subtle HIV-induced neuropsychological impair- 
ment. Zidovudine (AZT) can delay or reverse mental 
deficits, and psychostimulants can reduce apathetic 
withdrawal, but high-potency neuroleptics can cause 
neuroleptic malignant syndrome. 

(Am J Psychiatry 1990; 147:696—710) 


IV not only causes immunosuppression (1) but 

also directly affects the CNS (2). Although the 
mental changes seen in HIV-infected individuals may 
be due to psychosocial factors (3—8), medications, sys- 
temic disease, or opportunistic infections and tumors 
within the CNS (9, 10), they may also be due to the 
direct neuropathogenic effects of HIV. 

Exactly how this retrovirus attacks the CNS is un- 
clear, but a widely held view (11, 12) is that HIV enters 
the brain shortly after initial infection when macro- 
phages harboring the virus cross the blood-brain bar- 
rier (13). The release of the virus from these “Trojan 
horses" causes an acute clinical or subclinical menin- 
goencephalitis. Because most recently infected patients 
are not yet immunocompromised, they are able to con- 
tain the virus and have a good recovery from this ini- 
tial infection of the brain; however, as immunosup- 
pression increases over the ensuing months or years, 
replication of the virus within the CNS escapes im- 
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mune control. At that point, HIV can cause a progres- 
sive multifocal leukoencephalopathy. Different viral 
strains may account for the extent of CNS manifesta- 
tions. Other organs are also directly affected by HIV, 
but functional sensitivity makes the CNS effects more 
clinically apparent. 

Post-mortem CNS abnormalities seen in HIV-in- 
fected patients (14, 15) are both diffuse and variable, 
explaining in part the multiple mental changes in a 
given patient over time and the markedly different clin- 
ical presentations from one patient to another. Of par- 
ticular note, there is a relative sparing of the cortex. 
Instead, the most prominent histopathology is seen in 
subcortical areas, including the central white matter 
and deep gray structures, such as the basal ganglia, 
thalamus, and brain stem (thus the term “subcortical 
dementia"). White matter pallor may be accompanied 
by marked atrophy and an astrocytic reaction or may 
be scant with few inflammatory changes. When an en- 
cephalitis is present, reactive infiltrates consist of mul- 
tinucleated cells and parenchymal and perivascular 
foamy macrophages, lymphocytes, and microglia. Loss 
of oligodendrocytes and neurons is not characteristic. 
This relative absence of neuronal lysis suggests that 
HIV is not neurotropic and that the neurotoxic effects 
are due to an autoimmune process, a synergistic inter- 
action with other pathogens, or a release of toxic sub- 
stances from either the viral genes themselves or from 
infected adjacent cells. In addition, the spinal cord may 
be involved, sometimes with inflammatory changes but 
more often with vacuolation caused by swelling within 
the layers of the myelin sheaths (thus the term “‘vacu- 
olar myelopathy"). 

The recognition that HIV can directly affect the CNS 
has had an increasing impact on psychiatry. Organic 
mental disorders commonly occur among hospitalized 
patients with AIDS (16, 17) and are frequent reasons 
for psychiatric consultation (18—22). Further, there is 
some evidence (23, 24) that organic mental changes 
can occur without concurrent systemic manifestations. 
These changes can mimic functional psychiatric disor- 
ders, thereby challenging the diagnostic acumen of 
mental health professionals. This prospect has raised 
four interrelated questions: 1) How frequently does 
neuropsychological impairment occur before systemic 
AIDS? 2) What are sensitive and specific ways of di- 
agnosing these mental changes? 3) Once these changes 
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occur, how rapidly do they progress? and 4) What 
treatments are available to delay the development or 
reduce the disability of HIV-induced organic mental 
disorders? Although none of these four questions has 
yet been answered conclusively, each will be examined 
in this paper in the light of data that have recently been 
published or reported at scientific meetings. Many of 
the cited presentations await more rigorous study and 
confirmation, but the intention of this update is to 
identify current areas of research and to provide a per- 
spective to guide clinical care. 


HOW FREQUENTLY DOES NEUROPSYCHOLOGICAL 
IMPAIRMENT OCCUR BEFORE SYSTEMIC AIDS? 


Even before controlled neuropsychological studies 
had been conducted, there were six reasons to suspect 
that organic mental changes could at least occasionally 
occur before physical signs or symptoms of HIV infec- 
tion. First, numerous case reports (9, 24) indicated that 
some HIV-infected adults experienced a subjective 
sense of mental slowing, forgetfulness, apathy, leth- 
argy, social withdrawal, avoidance of complex tasks, 
and personality change before the development of 
AIDS. Although these symptoms at first glance ap- 
peared to be purely psychological, as in an adjustment 
disorder with depressed mood, a more thorough clin- 
ical evaluation suggested a “subcortical dementia” (25— 
27). Less subtly, some HIV-infected patients presented 
initially with acute psychotic (28, 29), delirious (28, 
30), amnestic (31), depressive (23, 28, 31), or manic 
(32—35). episodes, raising the observation that, like 
syphilis in decades past, HIV-induced organic mental 
disorders could be considered “‘the great imitator" (9). 

Second, studies indicated that HIV entered the ner- 
vous system shortly following infection (13). For ex- 
ample, McArthur et al. (36) reported abnormalities 
and HIV in the CSF of asymptomatic homosexual men 
known to have seroconverted 6 to 24 months previ- 
ously. The early presence of HIV, pleocytosis, and el- 
evated protein in the spinal fluid combined with isola- 
tion of HIV from neural tissue (37—39) strongly 
suggested that HIV could involve the brain before 
there were any physical manifestations of disease. This 
possibility was given further support by numerous re- 
ports of HIV-specific antigens and immunoglobulins in 
the spinal fluids of both symptomatic and asympto- 
matic infected patients (40—47). 

Third; HIV-infected children manifested a delay in 
reaching motor or intellectual milestones. This devel- 
opmental lag followed by a profound regression did 
not seem directly related to concomitant physical ill- 
nesses (48, 49), suggesting that HIV independently af- 
fected the CNS. 

. Fourth, brain abnormalities on CT, magnetic reso- 
nance imaging (MRI), and EEG were noted in patients 
with AIDS and AIDS-related complex who did not 
have, opportunistic infections or tumors in the CNS. 
Notable.atrophy with enlarged ventricles on CT, scat- 
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tered parenchymal lesions with calcification on MRI 
(50—52), and slow alpha rhythms and diffuse theta 
waves on EEG (53, 54) suggested that an insidious 
process may have preceded the development of sys- 
temic symptoms. 

Fifth, neuropathological studies (14, 15) revealed a 
predominant subcortical involvement that was consis- 
tent with subtle, noncognitive mental changes and that 
could explain vague and seemingly psychological 
symptoms in the absence of intellectual (“cortical”) 
impairment (25—27). 

Sixth, pilot neuropsychological studies comparing 
seronegative control subjects with subjects who had 
AIDS but were “currently free of illness” (55) and with 
subjects who had AIDS-related complex or “early: 
AIDS” (56) found more neuropsychological impair- 
ment among the HIV-infected groups. 

Following these early leads, many studies at different 
sites and with different high-risk groups are now in- 
vestigating the possibility of early neuropsychological 
impairment among HIV-seropositive adults who have 
not yet developed AIDS-related symptoms. Most such 
studies use the classification system for staging HIV 
infection recommended by the Centers for Disease 
Control (CDC) (57). Stage I represents acute infection; 
some individuals may experience a transient flu or 
mononucleosis-like syndrome or, more rarely, an acute 
meningoencephalitis that can rapidly progress to death 
(58). Most individuals with stage I, however, cannot 
identify the exact time when HIV infection occurred 
and remain without an AIDS-related physical disease 
for a mean of 9 years or more (59). Stage II represents 
this generally prolonged period of latent infection; in- 
dividuals are infectious but do not have any AIDS- 
related medical problems. Stage II] is similar to stage II 
except for the development of persistent lymphade- 
nopathy at two or more extrainguinal sites, which may 
not be subjectively appreciated. Stage IV-A represents 
the development of constitutional symptoms such as 
weight loss and persistent fever or diarrhea; stage IV-B 
indicates HIV-related neurological disease, including 
dementia, peripheral neuropathy, and myelopathy; 
stage IV-C designates the wide array of opportunistic 
infections secondary to immunosuppression; stage IV- 
D lists cancers indicative of a defect in cell-mediated 
immunity, such- as Kaposi's sarcoma, non-Hodgkin’s 
lymphoma, or primary lymphoma of the brain; and 
stage IV-E is for diseases that are not listed in other 
categories but could be attributed to or complicated by 
HIV infection, such as anemia or chronic lymphoid 
interstitial pneumonitis, 

For studies of early neuropsychological impairment, 
the CDC classification has the advantage of discarding 
the terms “AIDS-related complex" or “pre-AIDS,” 
which imprecisely encompassed stages III, IV-A, and 
milder opportunistic infections now designated as 
stage IV-C2. It should be noted, however, that the 
CDC’s staging system is not intended to convey either 
prognosis or severity; for example, patients with stages 
I, H, M, or IV-A may deteriorate rapidly, whereas pa- 
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tients with “frank AIDS" (stages IV-B—IV-E) may have 
relatively mild Kaposi’s sarcoma or have recovered 
from an opportunistic infection and live for several 
years with minimal physical disability, especially with 
the established efficacy of maintenance medications, 
such as zidovudine (AZT), pentamidine, trimetho- 
prim-sulfamethoxazole, diaminodiphenylsulfone, and 
a interferon (10). It should also be noted that no uni- 
versal classification system has yet been accepted. Al- 
ternative systems (60, 61) have been proposed that 
offer certain advantages for research purposes because 
they combine both immunological and clinical findings 
to chart the widely variable progression of HIV 
infection. 

In reviewing the relevant studies, mental health pro- 
fessionals may wish to consider how neuropsycholog- 
ical impairment and the widely used term “AIDS de- 
mentia complex" relate to HIV-induced organic 
mental disorders. In DSM-III-R, the diagnosis of or- 
ganic mental disorder distinguishes those disorders in 
which a specific brain dysfunction is either known or 
presumed from disorders that are responses to psycho- 
logical or social factors (for example, adjustment dis- 
order) and from disorders in which a specific organic 
factor has not been clearly established (for example, 
schizophrenia and bipolar or panic disorder) (62). Al- 
though a single label, the diagnosis of organic mental 
disorder does not imply a narrowly defined cluster of 
neuropathological mechanisms, symptoms, and signs. 
On the contrary, the organic causes may be multiple 
both within and between individuals, and the manifes- 
tations may range from overt dementia, delirium, de- 
lusions, and hallucinosis to subtle but functionally im- 
portant changes in attention, concentration, memory, 
personality, mood, anxiety, and impulse control. 

The classification of organic mental disorders is un- 
der review in the preparation of DSM-IV. This review 
is stimulated both by the theoretical position that all 
human behavior must.at some level be influenced by 
the brain and thereforé be organic and by mounting 
scientific research indicating that many disorders pre- 
viously regarded as functional are often associated 
with genetic, neurochemical, and neurophysiological 
abnormalities. In the meantime, according to DSM- 
IH-R, axis I subcategories indicate the predominant 
clinical features of the organic mental disorder and 
axis III indicates the etiology of the organic changes 
(thereby distinguishing disorders presumably due to 
the direct CNS effects of HIV from those due to med- 
ication, septicemia, metabolic imbalance, hypoxia, 
anemia, CNS infections, tumors, etc.). 

Neuropsychological impairment is a test result, not 
a diagnosis. “Impairment” generally means that scores 
are in the abnormal range (when normative data are 
available) or below a cutoff (usually two standard de- 
viations below the sample mean). However, the results 
of neuropsychological testing are not disease specific, 
and generally the more sensitive a particular test, the 
‘more likély it is to lack specificity (63). Further, the 
relationship among neuropsychological impairment, 
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organic mental disorder, and social and vocational 
functioning has not yet been established in HIV-in- 
fected individuals (24, 64). It is possible for neuropsy- 
chological impairment to be found on a given battery 
without the patient having sufficient dysfunction to 
meet DSM-III-R criteria for an organic mental disor- 
der. Conversely, it is possible for an organic mental 
disorder to be present despite normal results on neu- 
rological examination. For example, the chosen bat- 
tery may not be adequately sensitive to detect a mild 
but clinically significant organic mood, anxiety, or per- 
sonality disorder. As another example, a usually high- 
functioning individual may have noticeably deterio- 
rated in his or her mental capacities but still score 
within the normal range; in the absence of premorbid 
neuropsychological data, the clinician could not rely 
on the test results. 

Similarly, the relationship between DSM-III-R cri- 
teria and AIDS dementia complex warrants clarifica- 
tion. The term “AIDS dementia complex” was coined 


-by neurologists systematically investigating medical i in- 


patients with AIDS who had loss of mentation and 
motor control that could not be explained by systemic 
disease or by opportunistic infections and tumors 
within the CNS (65). At the time these original studies 
began, the etiological retrovirus had not yet been iden- 
tified and its neurotoxic effects had not yet been elu- 
cidated, so “AIDS” (as opposed to HIV) was used to 
denote the associated cause of the syndrome. Also, the 
original subjects studied generally had marked intel- 
lectual decline, justifying the use of the word ‘“‘demen- 
tia." The accompanying disturbances in motor perfor- 
mance (clumsiness, poor ambulation) and in behavior 
(agitation, hallucinations) were connoted by ‘“‘com- 
plex." With rapid advances during the past few years, 
all three words have proven to be not quite accurate: 
patients may have HIV-induced mental changes with- 
out concurrent systemic manifestations of “AIDS”; the 
early disturbances may not predominantly involve 
higher cortical function and therefore not be charac- 
teristic of “dementia”; and the “complex” of cogni- 
tive, motor, and behavioral impairment may not 
always be present (17, 66). The originators of the 
term have addressed these concerns, convincingly ex- 
plaining that at the very least AIDS dementia complex 
implies an acquired dysfunction that is clinically dis- 
tinct from an amnestic disorder, such as Alzheimer’s 
disease (63). Further, they have developed a staging 
system (17) that describes the progression from mini- 
mal cognitive or motor dysfunction to a near vegeta- 
tive state of frank dementia. Despite some inherent 
confusion, the acronym ADC (AIDS dementia com- 
plex) will no doubt remain firmly implanted in the 
literature and continue to be used to denote the range 
of clinical phenomena that DSM-III-R categorizes 
more specifically. 

This perspective on CDC staging and the relation- 
ship among DSM-III-R criteria, neuropsychological 
impairment, and AIDS dementia complex is helpful 
when reviewing studies of possible early neuropsycho- 
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logical deficits in HIV-infected subjects. Of 31 such 
studies that have either been published or presented at 
symposia, 18 (56, 67—83) reported substantial neuro- 
psychological impairment before systemic AIDS and 
13 (84—96) did not find significant early neu- 
ropsychological impairment. However, a “box score" 
comparison is misleading because these studies varied 
widely in recruitment, sample selection, size, design, 
extent of neuropsychological battery, data analysis, 
and interpretation of findings. 

Table 1 illustrates this diversity in site, subjects, and 
methods. For example, the largest studies conducted to 
date have been from the Multicenter AIDS Cohort 
Study of homosexual and bisexual men recruited in 
Baltimore, Chicago, Los Angeles, and Pittsburgh (96— 
99). Visscher et al. (96) originally reported the results 
of a 25-minuté neuropsychological battery adminis- 
tered to 838 subjects with CDC stage II and stage III 
(122 of whom were seroconverters) and 767 HIV-sero- 
negative subjects. Although the absence of significantly 
different impairment between the two groups may 
have been, due to both selection bias and insensitivity 
of the relatively brief battery, the report was an im- 
portant step toward reassuring the public that asymp- 
tomatic HIV-infected adults do not make up a group 
with common and severe cognitive deficits. Further re- 
assurance has been provided by the publication of this 
report in a peer-reviewed journal (98), by neurological 
evaluation, MRI and more extensive neuropsycholog- 
ical testing performed on a subset of subjects with ab- 
normalities on screening tests (97), and by a follow-up 
study showing no evidence of progressive decline in 
neuropsychological performance among 238 subjects 
who remained asymptomatic for approximately 1 year 
(99). 

In contrast, studies with much smaller samples but 
generally more extensive neuropsychological batteries 
(67, 73, 83, 85, 88, 89) have found that more subjects 
with CDC stage II and III than HIV-seronegative con- 
trol subjects have subtests below cutoff. Some of these 
investigators (67, 73) have interpreted these results as 
suggesting that a small subgroup of subjects may have 
HIV-induced neuropsychological impairment before 
the development of AIDS. Others (85, 88, 89) have 
concluded that such interpretations are premature in 
the absence of appropriate corrections for multiple 
comparisons. 

This debate is likely to persist while researchers ap- 
ply accumulating knowledge and reach more consen- 
sus on the best ways to study this problem and inter- 
pret the results. Until then, the critical reader may wish 
to keep four questions in mind. First, what was the 
extent and nature of the neuropsychological testing? 
Given the diffuse, variable, and often subtle subcortical 
effects of HIV on the CNS, abbreviated batteries will 
probably not prove adequately sensitive. Although at- 
tempts are being made to develop a brief screening 
(100, 101) and computerized (102) battery, at present 
there appears to be no shortcut for an extensive (albeit 
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time-consuming and burdensome) one-on-one neuro- 
psychological battery that assesses multiple functions 
with an emphasis on timed rather than open-ended 
tasks and requirements for concentration, attention, 
and precise and rapid motor performance (63). From 
these data, specific subtests may emerge that most fre- 
quently identify early impairment. À conceptual con- 
nection may then be made between these subtests and 
brain function and location, and discriminant function 
analyses may identify those tests which not only dif- 
ferentiate cortical from subcortical deficits (103) but 
also correlate highly with standardized diagnostic rat- 
ings of organic mental disorder, MRI abnormalities, 
and other criteria. 

Second, what correlative information was obtained 
in the study to supplement the neuropsychological 
assessments? Longitudinal anamnestic, physical, lab- 
oratory, and imaging data are useful in guiding early 
diagnosis and documenting to what degree neuropsy- 
chological impairment corresponds over time with 
subjective or objective dysfunction in daily living and 
vocational tasks. Considering that an estimated one. 
million adults in the United States are infected by HIV 
but have not yet developed systemic symptoms (59), it 
is crucial to determine whether neuropsychological im- 
pairment suspected among a small subgroup of this 
population is "clinically significant,” the carefully 
worded phrase in the report of the World Health Or- 
ganization, whose workshop addressed the relevance 
of early neuropsychological impairment to public 
health policy (64). 

Third, how well were the subjects selected and 
screened for sharply defined inclusion criteria? If the 
stated aim of the study was to determine whether HIV- 
induced neuropsychological impairment can occur be- 
fore any secondary manifestations of HIV infection, it 
is not sufficient to include all subjects who are cur- 
rently “asymptomatic.” Screening must also ensure 
that subjects are without generalized lymphadenopa- 
thy (stage III), without a history of constitutional 
symptoms (stage IV-A) or opportunistic infections, in- 
cluding thrush or shingles (stage IV-C2), and without a 
subtle organic mental disorder caused by insidiously 
developing CNS opportunistic infections (stage IV-C1) 
or tumors (stage IV-D). Further, to limit artifacts due 
to fatigue, boredom, and undue frustration, the screen- 
ing must ensure that subjects are not already burdened 
by an extensive multidisciplinary protocol (63). Fi- 
nally, this screening should also ideally match HIV- 
seropositive subjects and seronegative control subjects 
for sex, age, education, hand preference, and estimated 
premorbid intelligence (for example, vocabulary) and 
eliminate potentially confounding non-HIV variables, 
such as functional psychiatric illness, anxiety, depres- 
sion, distress, bereavement, medications, drug use and 
abuse, and history of migraine, concussion, or seizures 
(24, 63, 73, 104). If these strict selection criteria pre- 
clude accrual of an adequate sample size, the study 
should document potential confounds, evaluate the 
comparison group for equivalency, and factor out as 
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TABLE 1. Representative Studies of Early Neuropsychological Impairment In Adults at Risk for AIDS 





CDC Stage* 
II or IV-B- IV-A- 
Study Site Risk Factor II IT ni IV-A IV-E IV-E 
Chave et al. (74) Lausanne Mixed 10 17 — 20 vA — 
Clifford et al. (75) St. Louis Homosexual or — — 29 — — — 
bisexual 
Collier et al. (76) Seattle Homosexual or 55 ~~ — — — — 
bisexual 
Dilley et al. (88) San Francisco Homosexual or 33 — — — — — 
bisexual 
Franzblau et al. (90) New York Homosexual or — — 29 — — 16 
bisexual 
Goethe et al. (71) U.S. Air Force Mixed 97 — — — — — 
Grant et al. (67) San Diego Homosexual or 16 — — 13 15 — 
bisexual 
Herns et al. (91) London Homosexual or — — 77 — — — 
bisexu 
Janssen et al. (70) Centers for Disease Homosextal or — 18 — — — — 
Control bisexual 
Martin et al. (80) Walter Reed Hospital Mixed 6 26 — 13 5 — 
Miller et al. (98) Multicenter AIDS Homosexual or — — 727 — — 84 
Cohort Study bisexual 
O'Dowd et al. (93) New York Intravenous drug 65 — — — — — 
use 
Parisi et al. (78) New York Homosexual or 23 30 — 10 20 — 
bisexual 
Perry et al. (73) New York Homosexual or 20 — — — — — 
bisexual 
Rubinow et al. (86) National Institutes of Homosexual or 13 — — — 13 — 
Health bisexual 
Saykin et al. (89) Philadelphia Homosexual or 35 18 — 32 32 — 
bisexual ) 
Selnes et al. (94) Baltimore Intravenous drug — — 18 — — — 
use 
Stern et al. (83) New York Homosexual or — — 55 33 32 — 
bisexual 
Syndulko et al. (81) Los Angeles Homosexual or — — 53 34 6 — 
bisexual 
Tross et al. (85) New York Homosexual or 16 — — — 88 — 
bisexual 


*CDC stage II represents the generally prolonged period of latent infection when individuals are infectious but do not have any AIDS-related 
medical problems. CDC stage III is similar to stage II except for the development of persistent and palpable lymphadenopathy at two or more 
extrainguinal sites, which may or may not be subjectively appreciated. CDC stage IV-A represents the development of constitutional 
symptoms, such as weight loss and persistent fever or diarrhea; stage IV-B indicates HIV-related neurological disease, including dementia, 
peripheral neuropathy, and myelopathy; stage IV-C designates the wide array of opportunistic infections secondary to immunosuppression; 
stage IV-D lists cancers indicative of a defect in cell-mediated immunity, such as Kaposi’s sarcoma, non-Hodgkin's lymphoma, or primary 
lymphoma of the brain; stage IV-E is for diseases that are not listed in other categories but could be attributed to or complicated by HIV 
infection, such as chronic lymphoid interstitial pneumonitis. 


t -least extensive; ++++=most extensive. 
“Based on the general conclusion of the report itself. 


covariates those crucial variables which were not con- 
trolled. Even with these steps, it must be recognized 
that volunteers for such studies may represent a biased 
group: subjects who are more neuropsychologically 
impaired might be more likely to refuse to participate 
in or drop out of such studies (63). 

Fourth and perhaps most important, how were the 
findings analyzed and interpreted? Although there is 
a'current controversy about whether only the most 
conservative statistical procedures should be used or 
whether more liberal analyses are justified to identify 
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areas for research, most agree that given the public 
health implications, preliminary results should not be 
overstated; statistical differences between groups is not 
synonymous with clinical differences. 

What must not get lost in this discussion of methods 
and findings is the fact that most HIV-infected patients 
do not have an overt dementia as their primary diag- 
nosis. For example, the CDC reported that 3.096 of 
38,666 adults and 3.3% of 666 children had HIV en- 
cephalopathy as their only early manifestation of AIDS 
(82). The data from this epidemiologic study are con- 
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TABLE 1. (continued) 


sistent with clinical studies which have found that 6%— 
1496 of HIV-infected patients initially present to a 
medical clinic with overt dementia (23, 105). No data 
are currently available regarding the number of psy- 
chiatric outpatients or inpatients with manifestations 
of early HIV-induced organic mental disorders that 
mimic functional disorders, but the assumption is that 
such patients are more likely to present initially to 
mental health professionals than to internists or neu- 
rologists. Frequent case reports in the psychiatric lit- 
erature (24) may reflect this sample bias. 
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Neuropsychological 
` Number of HIV- Extent of Impairment 
Negative Neuropsychiatric in Patients 
Control Subjects Battery With Stage II or III Comment 

— ++ Yes One-fourth of the patients in stages II and III had neuropsy- 
chological impairment 

34 +++ Yes Similar distress measures used for stages II and III and con- 
trol subjects 

29 +++ Yes Deficits in visual memory, attention, abstract formation 

23 +++ No Neuropsychological impairment in stage II not significant af- 
ter Bonferroni correction 

13 ++ No Trend in subsets toward early neuropsychological impairment 

18 +++ No Patients in stage III with abnormal CSF had significant neuro- 
psychological impairment in verbal acquisition 

11 Ttt Yes Analysis prone to chance significance but early evocative 
finding 

32 +++ No Depression and/or anxiety correlated with subjective but not 
objective neuropsychological impairment 

26 ++++ Yes Model early study 

15 +++ Yes Neuropsychological impairment not attributable to mood 
disorder 

769 +++ No Substantial data to indicate early deficits uncommon 

91 ++ No Reported neuropsychological impairment (59) not present, ., 
after age, sex, and drug use controlled for 

— +++ Yes Neuropsychological impairment increased with disease pro- 
gression 

20 TE Yes Pairwise matched control subjects; neuropsychological im- 
pairment only on paired t tests and cutoff scores 

11 ++ No Included subjects with chronic hepatitis 

75 t+++ No Disability in daily living in stage IV-A but not in stages II 
and III 

24 +++ No Neuropsychological impairment in stages II and III and in 
control subjects 

40 ++++ Yes Neuropsychological impairment in memory, executive func- 
tion, attention before systemic symptoms 

— ++ Yes Neuropsychological impairment correlation with distress and 
neurological signs 

16 ++++ No Canonical analysis distinguished late AIDS from stage I; 


early AIDS in intermediate position 


WHAT DATA SUPPORT THE DIAGNOSIS OF EARLY 
HIV-INDUCED ORGANIC MENTAL DISORDERS? 


Although it is not yet clear how often clinically sig- 
nificant neuropsychological impairment occurs before 
physical manifestations of HIV infection, it is well doc- 
umented that the early mental changes may be subtle 
(2, 5, 9, 17, 24). Emotional, behavioral, or personality 
changes may erroneously be attributed to functional 
disorders and to the impact of living with an incurable, 
stigmatizing, and ultimately fatal infection. To address 
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the problem of early diagnosis, researchers are exam- 
ining what information is helpful. At present, however, 
no single clinical finding, test, or procedure has in itself 
proven sufficiently sensitive and specific. As with other 
organic mental disorders (62), the diagnosis is often 
made on the basis of clinical judgment after weighing 
information from multiple sources. With this proviso, 
evolving studies suggest the extent to which the mental 
status examination, subjective complaints of cognitive 
impairment, measures of depression, neurological ex- 
amination, CSF measures, lymphocyte cell subsets, 
EEG and other electrophysiological measures, and ra- 
diography may be useful diagnostically. 


Mental Status Examination 


Three studies have indicated that standardized men- 
tal status examinations are not sufficiently sensitive to 
detect early neuropsychological impairment. Dilley et 
al. (106) administered the Mini-Mental State to 50 
hospitalized patients with AIDS and found that al- 
though 78% had abnormal scores on at least six of 10 
neuropsychological tests, only 8% were below cutoff 
on this measure. This insensitivity of the Mini-Mental 
State was supported by a study with a smaller sample 
conducted by Van Gorp et al. (107). Kobayashi et al. 
(108) gave the Neurobehavioral Cognitive Status Ex- 
amination to 31 patients with AIDS; although these 
subjects had significantly greater neuropsychological 
impairment than the 39 control subjects, scores on the 
Neurobehavioral Cognitive Status Examination did 
not reliably correlate with this dysfunction. 


Subjective Complaints of Cognitive Impairment 


Three studies (91, 109, 110) have indicated that 
HIV-infected patients themselves do not reliably ap- 
de the presence or absence of early neuropsycho- 
ogical impairment, supporting the clinical impression 
of others (73). Temoshok et al. (109) found that the 
degree of cognitive symptoms reported by 102 homo- 
sexual men with at least one HIV-related physical 
symptom did not correlate highly with neuropsycho- 
logical impairment. Herns et al. (91) found that al- 
though 77 homosexual men with CDC stage II or III 
had more subjective complaints about their cognitive 
performance than 32 HIV-seronegative control sub- 
jects, the HIV-infected group actually had no more 
neuropsychological impairment. Using the Personality, 
Behavior and Cognitive Change Questionnaire, Kocsis 
et al. (110) found that the ratings by 75 patients with 
AIDS were not reliable regarding deterioration in cog- 
nitive function and that the caregiving partners of 
these patients were more accurate informants. 

There are several possible explanations for this poor 
correlation between subjective complaints and early 
neuropsychological impairment. One is that HIV-in- 
fected patients, especially those well-informed about 
the prospects of eventually developing a dementia (73), 
suffer from an AIDS-related anxiety that produces im- 
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pairment in concentration and memory, which the pa- 
tients then attribute to early organic dysfunction. The 
correlation between measures of distress and subjec- 
tive cognitive complaints (91, 109, 110) supports this 
explanation. A second explanation is that some pa- 
tients are correct in noting “mental slowing" and di 
their apparent overestimations are actually due to the 
insensitivity of the objective assessments or the lack of 
premorbid tests to document deterioration over time 
from a superior level to a normal range. Marder et al. 
(111), for example, found that 118 HIV-infected men 
without AIDS had more complaints of impaired con- 
centration and memory but no more mental status or 
neurological abnormalities than 42 HIV-seronegative 
control subjects; however, the subjective complaints 
were not examined in relation to an extensive neuro- 
psychological battery, which may have detected early 
subtle deficits. Conversely, some patients may under- 
estimate their early deficits because the mild impair- 
ment eludes subjective recognition or because the items 
on self-report questionnaires assess only gross cogni- 
tive changes. To address this possibility, Boccellari et 
al. (112) developed a 55-item HIV Dementia Symptom 
Checklist, which significantly differentiated 55 HIV- 
seropositive from 23 HIV-seronegative subjects and 
found moderate correlations (r=0.24 to r=0.43) be- 
tween checklist and neuropsychological scores. 


Measures of Depression 


Concern has been raised that HIV-induced organic 
mood disorders may be misdiagnosed as functional de- 
pression (9, 18, 19, 28, 29); however, recent data sug- 
gest that the two entities generally have different clin- 
ical manifestations. Although a correlation has been 
reported between neuropsychological impairment and 
self-reported distress (81) and hostility (109), most 
studies (73, 80, 109, 113—115) have not found a cor- 
relation between neuropsychological impairment and 
measures of depression, and one study (91) found only 
a weak correlation. One limitation of these studies is 
that mean depression scores were low, and few sub- 
jects had scores in a range associated with clinical de- 
pression. Another limitation is that the investigators 
did not generally distinguish cognitive from noncogni- 
tive impairment; possibly, subcortical dysfunction 
would have correlated more highly with depression 
measures (104). Nevertheless, the results support an 
earlier impression (23, 28) that the apathy, with- 
drawal, mental slowing, and avoidance of complex 
tasks associated with early HIV-induced organic men- 
tal disorders may be differentiated clinically from low 
self-esteem, irrational guilt, and other psychological 
features of depression. 

Less reassuring in distinguishing depression from 
HIV-induced organic mental disorders are studies doc- 
umenting unusually high rates of current and lifetime 
mood disorders in individuals at risk for AIDS (116, 
117), suggesting that the clinician may often be con- 
fronted with making and treating dual diagnoses. This 
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comorbidity plus the phenomenological overlap be- 
tween “subcortical dementia" and “depression” (25, 
26) may eventually be understood neurochemically, 
but to date preliminary studies are inconclusive: one 
study (118) found a reduction in serotonin metabolites 
in the CSF of 15 HIV-infected subjects, but another 
study of 45 HIV-infected subjects (119) found no re- 
lationship between self-reported mood disturbance 
and blood and CSF levels of tryptophan, a precursor of 
serotonin. 


Neurological Examination 


The presence of neurological signs is not in itself an 
indication of HIV-induced organic mental disorders. 
The virus may cause weakness and sensory changes 
secondary to peripheral neuropathies or vacuolar my- 
elopathy without producing clinically significant men- 
tal changes (97, 120—124); conversely, mental changes 
may precede hard neurological signs (17, 23). Ataxia 
(2, 65), motor slowing (125), and autonomic dysfunc- 
tion with pronounced orthostatic hypotension (126, 
127) indicate HIV involvement of the nervous system 
but may occur in the absence of psychological and 
behavioral abnormalities that meet the criteria dun an 
organic mental disorder. 


CSF Measures 


A correlation has been found between levels of CSF 
p24 antigen and neurological signs (128, 129) and be- 
tween CSF abnormalities and serum immunosuppres- 
sion (130) but not between CSF abnormalities and 
neuropsychological impairment. In fact, several studies 
(13, 36, 71, 131—134) have confirmed that pleocytosis, 
elevated protein, and immunoglobulins as well as HIV 
and its antibodies and antigens are frequently found in 
the spinal fluid of physically asymptomatic and well- 
functioning HIV-seropositive adults. Although exami- 
nation of the CSF, therefore, cannot be used to confirm 
the diagnosis of an HIV-induced organic mental dis- 
order, a spinal tap is indicated for any HIV-infected 
patient whose mental changes may be due to treatable 
CNS tumors or infections, including lymphomas or 
meningoencephalitis caused by syphilis, tuberculosis, 
toxoplasmosis, cryptococcus, etc. (10). 


Lymphocyte Cell Subsets 


A correlation between neuropsychological impair- 
ment and lymphocyte cell subsets has been found in 
some studies (17, 69, 71, 73, 83, 100, 135) but not 
others (74, 77, 80, 90, 136). Even when a relationship 
between immunosuppression and neuropsychological 
impairment has been found, the correlation coefficients 
were generally low. These data would suggest that re- 
duced total T, is not a reliable indicator of impaired 
mental functioning and should not be used to screen 
for vocational capacity (64, 73). 
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EEG and Other Electropbysiological Measures 


EEG abnormalities have been reported not only in 
patients with CDC stages IV-B-IV-E (50, 53), but also 
in 21%—44% of patients with stage II (137—139) and 
stages III and IV-A (140—142); however, abnormally 
slow alpha rhythms and diffuse theta waves are often 
seen without clinical evidence of mental changes and 
without significant neurological impairment (143— 
146). It is possible that the EEG is more sensitive to the 
early effects of HIV on the CNS than clinical measures. 
The diagnostic value of other electrophysiological meas- 
ures is also being investigated. Abnormalities among 
HIV-infected patients without AIDS have been found 
in computerized eye tracking (147, 148), auditory 
evoked potential (147, 149, 150), somatosensory 
evoked potential (146, 151—153), vibratory threshold 
(90), perception of transcutaneous stimulation (154), 
centrally mediated motor dysfunction (139), and cor- 
tical stimulation (153). Again, however, it is not yet 
clear how these abnormalities relate diagnostically to 
early HIV-induced organic mental disorders. For ex- 
ample, two studies (155, 156) found that abnormal 
evoked potentials did not correlate reliably with neu- 
ropsychological impairment. Although the diagnostic 
sensitivity and specificity of these more elaborate elec- 
trophysiological measures have not yet been deter- 
mined, Currie et al. (157) tested a practical and brief 
screening measure for more pronounced impairment 
among hospitalized patients with AIDS and found that 
errors on a bedside antisaccadic eye movement test 
correlated linearly with abnormal scores on a mental 
status examination and a color form sort test. 


Radiograpby 


Although studies (30, 50—54, 65) have described the 
nature and frequency of MRI and CT abnormalities in 
patients with AIDS, the correspondence between these 
abnormalities and clinical status is often low (67, 70, 
97, 158). Aronow et al. (159) reported that mild atro- 
phy on CT did not correspond with neuropsychologi- 
cal impairment. Coats et al. (160) and Koralnik et al. 
(138) found that sulcal widening on MRI did not cor- 
relate with neurological or CSF measures. Henkes et 
al. (161) observed that 31 of 107 patients with HIV- 
related CNS disease had normal MRI and CT results. 
Arendt et al. (139) found that EEG was more sensitive 
than MRI in detecting HIV involvement of the CNS. 
Finally, Tozzi et al. (162) concluded that MRI abnor- 
malities were suggestive but not pathognomonic of 
neuropsychological impairment. In short, although 
brain imaging is indicated to rule in or out treatable 
CNS opportunistic infections and tumors when an or- 
ganic mental disorder is suspected, it is often difficult 
to interpret the clinical significance of mild cerebral 
atrophy on CT and unidentified bright objects on MRI 
(163, 164). 

Consistent with this Jisa view is the finding by 
Collier et al. (76) that 18 of 41 subjects with CDC 
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stage II or HI had abnormal MRI results; although 
diffuse white matter abnormalities corresponded with 
abnormal CSF, they did not correspond with neuro- 
psychological impairment. However, if an organic 
mental disorder is suspected and both CT and MRI 
results are normal, studies have found that either en- 
hanced MRI (161) or single proton emission computed 
tomography (165—167) may be more sensitive and spe- 
cific in detecting the etiology. Further, Grant et al. 
(168) found in a longitudinal study that a worsening 
of neuropsychological impairment corresponded with 
initial MRI observations -of higher levels of cortical 
fluid and subcortical hyperdensities. This finding adds 
further support to the neuropsychological, CSF, EEG, 
and electrophysiological studies already presented, 
namely, CNS involvement suggested by various tests 
may presage the eventual development of HIV-induced 
organic mental disorders. 


HOW RAPIDLY DO HIV-INDUCED ORGANIC 
MENTAL DISORDERS PROGRESS? 


Case reports have indicated that mental decline in 
some patients can be extremely rapid (169, 170) but in 
others may be quite prolonged with transient recovery 
(171, 172). Studies are now underway to determine the 
average rate of deterioration. Sidtis et al. (173) re- 
ported that among 132 patients with AIDS initially 
diagnosed as having equivocal or subclinical AIDS de- 
mentia complex, 25% developed a clinically significant 
dementia by about 9 months and another 25% had 
reached this stage by about 1 year. Many investigators 
have found that the chance of having neuropsycholog- 
ical impairment increases with disease progression (67, 
74, 76, 81, 85, 89-91), but this is not inevitably the 
case. Stern et al. (83) found no degradation in neuro- 
psychological impairment across CDC stages, and 
Fernandez et al. (77) found no differences in neuropsy- 
chological impairment between 39 patients with stage 
IV-A and 41 patients with stages V-B—V-E. Selnes et al. 
(174) found that 26 asymptomatic patients who pro- 
gressed to AIDS over a 12-month period had no more 
neuropsychological impairment than a comparison 
group of HIV-seronegative subjects. O’Dowd et al. 
(93) found no increased neuropsychological impair- 
ment in a 7-month follow-up of HIV-seropositive in- 
travenous drug users in a methadone program. Finally, 
Temoshok et al. (136) found that among 103 patients 
with AIDS, 2396 showed clear evidence of neuropsy- 
chological decline over a 6-month period but, surpris- 
ingly, 3896 showed a notable improvement that was 
unrelated to AZT. A study by Sadler et al. (175) would 
suggest that this improvement was not due to the prac- 
tice effect of repeat testing. 

The largest longitudinal study related to this issue 
was recently reported by Selnes et al. (99), who found 
no evidence d decline in neuropsychological perfor- 
mance among 138 men who remained in CDC stages II 
and III for approximately 1 year. However, because 
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their analyses excluded 60 subjects who developed 
AIDS-related complex or AIDS, progression of neuro- 
psychological dysfunction over the full range of HIV 
disease has not yet been addressed (63). Future studies 
of progression face the problem that the concurrent 
development of systemic disease and CNS tumors and 
opportunistic infections as well as the side effects of 
prescribed medications can all cause organic mental 
disorders that are not due to the direct effects of HIV. 
It has been found, however, that once any CNS disease 


. develops, survival time is markedly decreased (176). 


WHAT TREATMENTS ARE AVAILABLE? 


Given the wide array of intellectual, emotional, and 
behavioral manifestations of HIV-induced organic 
mental disorders, treatment must vary flexibly from 
patient to patient and for an individual patient over 
time. Recommended strategies include psychoeduca- 
tion, psychosocial support, assessment of suicidal risk, 
and pharmacotherapy (4, 5, 9, 18, 19, 28). 

Psychoeducation is best conducted before HIV-in- 
fected patients become neuropsychologically impaired. 
Individuals are thereby provided sufficient notice to 
make informed personal and financial decisions while 
still having the time, capacity, and judgment to do so. 
The information need not be alarming; the clinician 
can honestly state that substantial mental changes 
caused by HIV are not inevitable, will probably not be 
marked unless one becomes severely ill, and differ in 
both cause and course from Alzbeimer's dementia, 
which may be the patient's association. Similar to ge- 
netic counseling, the intent is to be supportive in the 
belief that “forewarned is forearmed.” Family mem- 
bers, spouses, or designated partners should also par- 
ticipate in some counseling sessions, preferably before 
but certainly soon after the onset of neuropsychologi- 
cal symptoms. Along with the patient, they should be 
informed that organic mental changes may be quite 
subtle and erroneously seen as purely volitional or psy- 
chological. Although not yet curable, HIV-induced or- 
ganic mental disorders should not be described to ei- 
ther the patient or others as “untreatable,” which 
conveys a therapeutic nihilism, reduces hope, and pre- 
cludes adequate commitment to effective psychosocial 
and pharmacological interventions (62). 

Psychosocial interventions for patients with more se- 
vere neuropsychological impairment include titration 
of external stimuli, repeatedly correcting mispercep- 
tions and distortions, providing familiar surroundings, 
monitoring personal and financial affairs, and struc- 
turing the environment to prevent impulsive behavior, 
including HIV transmission (177, 178). Although the: 
prospect of an ultimately fatal course may evoke hope- 
lessness and frustration, interpersonal support can be 
remarkably beneficial to such patients and their loved 
ones, who often feel isolated by this stigmatizing illness 
and have limited resources for guidance and problem 
solving. 
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The treatment of AIDS-related organic mental dis- 
orders always includes an assessment of suicidal risk. 
Reviewing records of the medical examiner in New 
York City, Marzuk et al. (179) calculated that the sui- 
cide rate of men with AIDS 20-50 years old was 36 
times the rate of men without AIDS. Kizer et al. (180) 
examined California death certificates and found that 
the relative suicide rate of men with AIDS aged 20-39 
years was 21 times the rate of men without AIDS. 
These higher suicide rates may be due in part to pre- 
morbid mood disorders and substance dependence 
(116, 117), psychosocial stressors (4—8), systemic ill- 
nesses (181, 182), or depression and delirium associ- 
ated with medications administered for AIDS-related 
illnesses (179, 183—185). However, since knowledge 
of HIV infection does not in itself appear to increase 
suicidal ideation or intent (186), it is possible that the 
development of an organic mental disorder may also 
be a contributing factor. Disorders of the CNS increase 
suicidal risk (187, 188), and the lower levels of CSF 
serotonin metabolites found in HIV-infected subjects 
(118) have been linked to violent behavior and suicide 
(189, 190). 

Pharmacotherapy for HIV-induced organic mental 
disorders consists of antiviral and symptomatic neuro- 
logical, analgesic, and psychotropic medications. After 
an earlier case report (191) suggested that AZT may 
delay or reverse severe organic mental symptoms in 
AIDS, more systematic studies found that AZT de- 
creased HIV-related developmental lag in children 
(192) and that the drug reversed brain metabolic ab- 
normalities (193). A double-blind, placebo-controlled 
study of 281 patients (194) documented that a 16- 
week trial of AZT partially ameliorated cognitive ab- 
normalities and emotional distress in patients with 
AIDS and AIDS-related complex. Other studies (195— 
200) have reported similarly encouraging results. AZT 
should not be viewed as a panacea, however. For ex- 
ample, Day et al. (201) found that 2896 of 32 patients 
with CDC stage IV developed a dementia within 2 
years after starting AZT. Further, the drug may cause 
severe anemia, necessitating either frequent transfu- 
sions or discontinuance (10), and more rarely may 
cause mania (202), coma (203), or lethal neurotoxicity 
(204). After documenting emotional distress associ- 
ated with AZT administration, Pivar and Temoshok 
(205) described the drug as “ʻa double edged sword.” 
More recently, a multisite placebo-controlled study 
(206) established that maintenance AZT delayed the 
development of more advanced systemic disease in 
HIV-infected subjects, especially those with T4 counts 
less than 500. The neuropsychological indications for 
early administration of AZT are not yet known, how- 
ever. Nor is it known whether other drugs will prove 
effective, such as octopeptides blocking CNS HIV-an- 
tigen receptors (206). 

Neurological medications include anticonvulsants 
for seizures, carbamazepine for painful peripheral neu- 
ropathies, and acyclovir for herpes zoster (9). Because 
patients with organic mental disorders often have less 
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tolerance for pain and express their discomfort with 
aberrant disruptive behavior, maximum analgesia re- 
duces agitation, irritability, and frustration in both the 
patients and their caregivers (9). 

Psychotropic medications for secondary mood and 
behavioral disturbances are being studied. In accord 
with clinical experience (4), one group of investigators 
reported that psychostimulants were effective for the 
apathy, lethargy, and withdrawal in patients with 
AIDS (207, 208) and that depressed patients with 
AIDS-related complex responded better than de- 
pressed patients with AIDS to antidepressants (209), 
possibly because organic mental disorders were more 
common in those with advanced disease. It is not clear 
whether HIV-infected patients are more sensitive to 
anticholinergic effects of heterocyclics because of HIV 
involvement of the CNS (9), but the recommendation 
has been made for cautious induction (4, 18). On the 
other hand, ECT has been safely administered to pa- 
tients with AIDS (210). Administration of high-po- 
tency neuroleptics to patients with AIDS-related delir- 
jum and psychosis has been associated with more 
frequent severe dystonic reactions and neuroleptic ma- 
lignant syndrome (211—213). The midbrain effects of 
HIV may contribute to these adverse reactions and 
suggest that lower-potency neuroleptics or benzodiaz- 
epines may be more efficacious for acute sedation. 


CONCLUSIONS 


Despite the present uncertainty about the early oc- 
currence, diagnosis, and treatment of HIV-induced 
neuropsychological impairment, clinicians and their 
patients can be encouraged by the remarkably rapid 
advances achieved over the past few years. This update 
is intended to convey not only the challenge but also 


the hope of what lies ahead. 
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in the NIMH Treatment of Depression 
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The authors investigated the relationship between 
personality disorders and treatment outcome in the 
National Institute of Mental Health Treatment of De- 
pression Collaborative Research Program, which in- 
volved 239 outpatients with major-depressive disorder 
randomly assigned to one of four 16-week treatment 
conditions. Patients with personality disorders (74% 


of the sample) bad a significantly worse outcome in ` 


social functioning than patients without personality 
disorders and were significantly ‘more likely to have 
residual symptoms of depression. There were no sig- 
nificant differences in work functioning or in mean 
depression scores at treatment termination. Outcome 
was similar for patients in the different clusters of per- 
sonality disorders. 
(Am J Psychiatry 1990; 147:711—718) 


[us investigators are considering the im- 
pact of comorbid personality disorders in studies 
of clinical syndromes. The multiaxial classification 
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scheme of DSM-III has stimulated such a focus be- 
cause it includes separate axes for clinical syndromes 
and personality disorders. 

Several studies have reported on the frequency of 
axis II disorders in samples of depressed patients (1—3) 
as well as on the implications of the presence of per- 
sonality disorders for the manifestation, course, and 
outcome of the affective disorders (1, 2, 4—12). For 
example, depressed patients with personality disorders 
have been shown to have a poorer or slower response 
to treatment (1, 2, 4—9) and to have a less favorable 
prognosis for longer-term outcome (9—12). 

During the pilot phase of the National Institute of 


. Mental:Health (NIMH) Treatment of Depression Col- 


laborative Research Program (13), therapists and clin- 
ical evaluators.noted that some patients had concur- 
rent personality disturbances and that these patients 
seemed to have a worse outcome. As a result, person- 
ality disorders were assessed in the outcome study 
sample to allow investigation of the possible role of 
personality disorders as moderators of treatment re- 
sponse for depressed patients. "The purpose of this pa- 
per is to report findings on personality disorders and 
treatment response in the outcome study. The major 
outcome findings of the NIMH Treatment of Depres- 
sion Collaborative Research Program have been re- 
ported previously (14). 

On the basis of clinical and empirical reports in the 
literature (1, 2, 7,°8, 15), we predicted that patients 
with personality disorders would, in general, have a 
worse outcome than patients without noticeable per- 
sonality disturbances. An important question is wheth- 
er depressed patients with personality disorders have a 
better or worse response to different forms of treat- 
ment for depression. It could be argued that these pa- 
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tients would fare better in psychotherapeutic treat- 
ment, particularly interpersonal therapy (16). Although 
the goals of interpersonal therapy do not include 
changing personality, some of the interpersonal prob- 
lems related to personality disorders may be addressed 
in the treatment. To our knowledge, there are no con- 
trolled studies of comparative treatment responses to 
different forms of psychotherapy or to psychotherapy 
versus pharmacotherapy for depressed patients with 
personality disorders. 

We were also interested in possible differences in 
outcome for the different types of personality disorders 
defined by the clusters of axis II: odd or eccentric 
(paranoid, schizoid, and schizotypal personality disor- 
ders), dramatic or erratic (histrionic, narcissistic, anti- 
social, and borderline personality disorders), and anx- 
ious or fearful (avoidant, dependent, compulsive, and 
passive-aggressive personality disorders). On the basis 
of clinical impressions and some empirical data (2), we 
expected patients with disorders in the dramatic-er- 
ratic cluster to have the worst outcome. 


» METHOD 


The design, sample, and treatment conditions of the 
NIMH Treatment of Depression Collaborative Re- 
search Program have been described in detail else- 
where (13) and will be briefly summarized here. Sub- 
jects were male and female outpatients who met 
Research Diagnostic Criteria (RDC) (17) for a current 
episode of definite major depressive disorder and had a 
minimum score of 14 on an amended version of the 
17-item Hamilton Rating Scale for Depression (18). 
These criteria were required to be present at both 
screening and rescreening, which took place 1—2 weeks 
later. Exclusion criteria included specific additional 
psychiatric disorders (definite bipolar H and probable 
or definite bipolar I, panic disorder, alcoholism, drug 
use disorder, antisocial personality disorder, Briquet's 
disorder, and psychotic subtype of major depressive 
disorder), two or more schizotypal features, history of 
schizophrenia, organic brain syndrome, mental retar- 
dation, concurrent treatment, specific physical illness 
or other medical contraindications for the use of imip- 
ramine, and imminent suicide potential or need for 
immediate treatment. The treatments included cogni- 
tive-behavioral therapy (19), interpersonal therapy 
(15), imipramine plus clinical management (20), and 
placebo plus clinical management. All treatments were 
16 weeks in length, with 16—20 sessions. 

À total of 250 patients met study criteria and were 
randomly assigned to one of the four treatment mo- 
dalities; 239 of these patients actually entered treat- 
ment. The sample of patients entering treatment was 
predominantly female (N=168, 70%), white (N=212, 
8996), and well educated (179 [75%] had at least some 
college education and 96 [40%] had college degrees or 
more). The mean+SD age was 35+8.5 years. Ninety- 
six (40%) were married or living with someone, 63 
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(2696) were single, and 80 (3396) were separated, di- 
vorced, or widowed. The mean Hamilton depression 
scale score at rescreening was 19.5+4.4; 91 (38%) of 
the patients met RDC for endogenous depression (def- 
inite). Most of the patients (N=154, 64%) had had a 
previous episode of depression, and 72 (3096) had had 
three or more previous episodes. One hundred forty- 
one (59%) had been depressed for 6 months or longer. 

Of the 239 patients entering treatment, 162 (6896) 
were considered completers (minimum of 15 weeks 
and 12 sessions). Analyses presented in this report are 
based on 239 patients unless noted otherwise. For pa- 
tients not completing the protocol, the last available 
scores (endpoint) were used in the analyses. 


Outcome Assessment 


Patients were assessed before treatment, during 
treatment (4, 8, and 12 weeks), and at termination of 
treatment, on a battery of instruments covering several 
domains of outcome (13). For the current investiga- 
tion, three aspects of outcome were of primary inter- 
est: depressive symptoms, social functioning, and gen- 
era] life functioning. Depressive symptoms are the 
primary target of the treatments studied and are, there- 
fore, a major outcome variable. Social functioning and 
general life functioning were of interest because pa- 
tients with personality disorders often have difficulty in 
these areas. Measures ' used to assess outcome on de- 
pression include the 17-item Hamilton Rating Scale for 
Depression (18), rated by a clinical evaluator blind to 
treatment condition, and the depression scale of the 
HSCL-90 (21), self-rated by the patient. Scores from 
the Social Adjustment Scale (22—24) were used to as- 
sess outcome on social functioning, including scales for 
social and leisure activities and work functioning. The 
General Life Functioning Scale, a self-report measure 
of well-being and coping abilities that was developed 
within the context of the NIMH Treatment of Depres- 
sion Collaborative Research Program (13), was in- 
cluded in analyses of the completer sample. (There 
were not enough data beyond baseline for inclusion in 
the endpoint analyses for the General Life Functioning 
Scale because this measure was not administered as 
part of the 4-week interim evaluation.) 


Personality Disorder Assessment 


Personality disorders were assessed by clinical eval- 
uators at intake and treatment termination and by 
therapists following the second treatment session and 
at treatment termination. Pretreatment assessments by 
clinical evaluators were used in the current investiga- 
tion. Ássessments were made on the Personality As- 
sessment Form (3), which consists of descriptive para- 
graphs emphasizing salient features of each of the 11 
DSM-III axis II personality disorders. Ratings of the 
extent to which the features described are characteris- 
tic of the patient's long-term personality functioning 
were made for each disorder on a 6-point rating scale, 
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ranging from 1=“‘not at all" to 6=“‘to an extreme 
degree.” Scale ratings can be translated into categori- 
cal data by using a cutoff on the 6-point scale. We have 
used a cutoff of 4 or higher as indicative of substantial 
personality disturbance because it represents the best 
breaking point on the scale in terms of the idea of 
"disorder" moving from “to only some extent" (a rat- 
ing of 3) to “to a considerable extent" (a rating of 4). 
In addition, rater agreement was better when a cutoff 
of 4 was used than it was when a cutoff of 5 (marked 
extent") was used. 

Ratings on the Personality Assessment Form were 
made on the basis of information obtained during 3 to 
4 hours of clinical interviews, including the Schedule 
for Affective Disorders and Schizophrenia (SADS) 
(25), the Social Adjustment Scale interview (22—24), 
and specific probe questions targeted at relevant fea- 
tures of the axis II personality disorders. For four of 
the Personality Assessment Form disorder ratings (an- 
tisocial, paranoid, compulsive, and schizotypal), probe 
questions were taken directly from the SADS. 

Since we were interested in possible differences in 
outcome for different types of personality disorders (in 
addition to personality disorder in general), we defined 
the following groups for investigation: 1) patients with 
any personality disorders (rating of 4 or higher on any 
of the 11 disorder scales), 2) patients with odd-eccen- 
tric personality disorders (rating of 4 or higher in the 
cluster defined by axis II as odd or eccentric), 3) pa- 
tients with dramatic-erratic personality disorders (rat- 
ing of 4 or higher in the cluster defined by axis II as 
dramatic or erratic), and 4) patients with anxious-fear- 
ful personality disorders (rating of 4 or higher in the 
cluster defined by axis II as anxious or fearful). 

Some evidence for convergent and predictive validity 
for the Personality Assessment Form has been reported 
by Pilkonis and Frank (7). Interrater reliability for Per- 
sonality Assessment Form ratings in the NIMH Treat- 
ment of Depression Collaborative Research Program 
was investigated within the context of reliability study 
of the SADS and RDC using videotaped interviews (3). 
Not all interviews included the full range of informa- 
tion normally used in rating the Personality Assess- 
ment Form, which may have decreased our estimates 
of reliability. Kappas for presence versus absence of 
any personality disorder and any personality disorder 
in the anxious-fearful cluster were in the fair range 
(0.48 and 0.47, respectively). Since the reliability sam- 
ple was not preselected to represent various personal- 
ity disorders, the base rate was too low to estimate 
agreement for personality disorders in the odd-eccen- 
tric and dramatic-erratic clusters. 


Data Analyses 


Two-by-four analyses of covariance (ANCOVAs) 
(Personality Disorder Group by Treatment Condition) 
were conducted with the prescore on the dependent 
measure as a covariate. Separate analyses were re- 
quired for each personality disorder group (patients 
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with any, odd-eccentric, dramatic-erratic, and anx- 
ious-fearful personality disorders) because of the over- 
lap of patients across clusters. The contrast group for 
each analysis consisted of patients receiving no ratings 
higher than 3 (no personality disorder) on any disor- 
der. Chi-squares with Yates's correction (Personality 
Disorder Group by Outcome) and log linear analyses 
(Personality Group by Treatment Condition by Out- 
come) were conducted for the categorical outcomes of 
recovered versus nonrecovered. A treatment termina- 
tion score of 6 or lower on the 17-item Hamilton de- 
pression scale was used as a measure of recovery. 

Analyses using the Personality Assessment Form 
scales as continuous measures were also conducted. 
These included two-by-four (Recovery Group by 
Treatment Condition) analyses of variance (ANOVAs) 
with recovered and nonrecovered groups defined as 
already noted and the Personality Assessment Form 
total and cluster scores as dependent variables. 


RESULTS 
Frequency of Personality Disorders 


The majority of patients were rated as having nota- 
ble personality disturbance: 178 (7496) had at least 
one rating of 4 or higher. Of these 178 patients, 102 
(5796) had ratings of 4 or higher on more than one of 
the 11 disorders. By far the most common disorders 
were those in the anxious-fearful cluster: 155 (6596) of 
the 239 patients received a rating of 4 or higher on one 
or more of the disorders in this cluster. The odd-ec- 
centric cluster was rated present for 47 (2096) of the 
patients, and the dramatic-erratic cluster was rated 
present for 40 (17%) of the patients. Fifty-three (30%) 
of the 178 patients with personality disorders had a 
rating of 4 or higher for more than one of the axis II 
clusters. 

In terms of individual disorders, the most frequent 
were compulsive, avoidant, dependent, and paranoid. 
Schizoid, schizotypal, narcissistic, and antisocial di- 
mensions rarely received high ratings. The odd-eccen- 
tric cluster in this sample was thus defined primarily by 
paranoid traits rather than by schizoid or schizotypal 
traits, and the dramatic-erratic cluster was defined by 
borderline and histrionic traits. 

It is important to emphasize the restriction of the 
sample, particularly with regard to exclusion criteria 
for schizotypal features and antisocial personality dis- 
order. Because of the selectivity of the sample, these 
findings cannot be generalized to the unrestricted pop- 
ulation of depressed individuals. 


Attrition 
Patients with and without personality disorder did not 


differ significantly in rates of attrition (31% [N—55] and 
36% [N—22], respectively). Of all groups, including the 
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TABLE 1. Adjusted" Outcome Scores at Termination of Treatment of Depressed Patients With and Without a Personality Disorder 


AME a ia e T E e a AA mm IM SAAS ea I ie aia a i eame RANA riii at i e E 


No Personality Any Personality 
Disorder Disorder 

Measure N Mean SD N Mean SD 
Hamilton Rating 

Scale for 

Depression 

(17-item) 61 9.75 7.50 178 1129 745 
HSCL-90 depres- 

sion scale 61 1.07 0.99 177 125 0.97 
Social Adjustment 

Scale social 

subscale 61 2.01 0.73 177 2.31% 0.73 
Social Adjustment 

Scale work 

subscale 60 1.79 0.71 168 1.82 0.70 


47 


43 


Personality Disorder Cluster 


Odd-Eccentric Dramatic-Erratic Anxious-Fearful 
Mean SD N Mean SD N Mean SD 
11.68 7.30 40 12.85 7.76 155 11.00 7.59 
1.475 0.97 40 1.32 102 154 124 0.98 
2.554 0.77 40 2.30° 0.68 154 2.30 0.72 
188 0.70 37 197 0.73 147 1.82 0.72 


“Analyses of covariance using pretreatment scores as covariates: least square mean scores from Personality Disorder by Treatment Condition 


- for Personality Disorder Group main effect. 


significantly higher than for the group wita no personality disorder (F=4.70, df=1, 107, p«0.04, analysis of covariance). 
“Significantly higher than for the group with no personality disorder (F=7.38, df=1, 229, p<0.01, analysis of covariance). 
“significantly higher than for the group wita no personality disorder (F=13. 38, df=1, 99, p<0. 001, analysis of covariance). 
Significantly higher than for the group with no personality disorder (F=5.38, df= 1, 192, p<0.03, analysis of covariance). 
‘Significantly higher than for the group with no personality disorder (F=6.5 6, df=1, 206, p<0. 02, analysis of covariance). 


group without personality disorder, attrition rates were 
lowest for the patients with anxious-fearful personality 
disorders (28% [N=43]) and highest for those with dra- 
matic-erratic personality disorders (40% [N=16]). The 
patients with odd-eccentric personality disorders were in 
between: 36% (N=17] failed to complete treatment. 
There were also no significant interactions between per- 
sonality disorder groups and treatment condition in at- 
trition rates. 


Depresstve Symptoms 


Results of the ANCOVAs on measures of depression 
(Hamilton depression scale and the HSCL-90 depres- 
sion scale) (table 1) revealed no significant main effects 
for the groups with any personality disorders, dramat- 
ic-erratic personality disorders, or anxious-fearful per- 
sonality disorders. Although the scores of the groups 
with personality disorders were higher than those for 
the group without personality disorders, these differ- 
ences were not statistically significant, with one excep- 
tion. The patients with odd-eccentric personality dis- 
orders had significantly higher scores than the group 
without personality disorders at treatment termination 
on the HSCL-90 depression scale but not on the 
Hamilton depression scale. 

There were no significant Personality Disorder Group 
by Treatment interactions on either measure of depres- 
sion for any of the patients with personality disorders. 
Table 2 shows treatment termination scores for the 
two depression measures by treatment group for the 
patients with and without personality disorders. 

There were no significant differences between recov- 
ered (Hamilton depression scale score of 6 or lower) 
and nonrecovered (Hamilton depression scale score of 
7 or more) patient groups on the Personality Assess- 
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ment Form total or cluster scores in the ANOVAs us- 
ing the Personality Assessment Form as a continuous 
measure. There were also no significant interactions 
with treatment condition in these analyses. 

For the log linear analyses of Personality Disorder 
Group by Treatment by Recovery, the model of inde- 
pendence among these three variables was upheld. 
Chi-square analyses of personality disorder group by 
recovery status did show a significant effect of the per- 
sonality disorder group on treatment outcome (see ta- 
ble 3): significantly fewer of the patients with any 
aie disorders, dramatic-erratic personality dis- 
orders, and anxious-fearful personality disorders than 
of the patients without personality disorders reached 
the criterion of recovery (Hamilton depression scale 
score of 6 or lower). Thus, although the patients with 
personality disorders improved, they were less likely 
to be symptom free and more likely to have resid- 
ual symptoms of depression. The outcome for the pa- 
tients with odd-eccentric personality disorders was in 
the same direction and very close to that for the pa- 
tients with anxious-fearful personality disorders but, 
given the smaller sample size, did not reach statistical 


significance. 
Social and Work Functioning 


On the Social Adjustment Scale social and leisure 
subscales, significant main effects for personality dis- 
orders were found in the analyses of each of the groups 
with personality disorders compared with the group 
without personality disorders (see table 1). Patients 
with personality disorders had a poorer outcome on 
this measure. In contrast, there were no main effects 
for any of the groups with personality disorders on the 
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TABLE 2. Adjusted” Outcome Scores at Termination of Treatment of Depressed Patlents With and Without a Personality Disorder, by 


Treatment Condition 
Cognitive-Behavioral Interpersonal Imipramine Plus Placebo Plus Clinical 
Therapy Therapy Clinical Management Management 
Measure N Mean SD N X Mean SD N Mean SD N Mean SD 
Hamilton Rating Scale 
for Depression (17- 
item) 
Any personality 
disorder 45 1034 7.45 4] 10.62 7.50 44 10.57 7.43 48 13.60 7.41 
No personality 
disorder 14 11.94 7.45 20 7.82 7.51 13 7.20 7.43 14 12.04 7.45 
HSCL-90 depression 
scale 
Any personality | 
isorder 45 1.23 1.01 41 1.22 0.96 43 1.10 0.98 48 1.46 0.97 
No personality 
disorder 14 1.30 0.97 20 0.90 0.98 13 0.91 0.97 14 1.18 0.97 


* Analyses of covariance using pretreatment scores as covariates: least square mean scores from Personality Disorder by Treatment Condition 
y £P sq 


for Personality Disorder Group main effect. 


TABLE 3. Proportions of Patients With and Without a Personality 
Disorder Who Had Recovered at Termination of Treatment 


Recovered* — Nonrecovered? 

Group N 96 N % 
No personality disorder (N=61) 30 49 31 51 
Any personality disorder 

(N=178) 54 30° 124 70 

Odd-eccentric (N=47) 16 34 31 66 

Dramatic-erratic (N=40) 10 24 30 75 

Anxious-fearful (N=155) $1 33* 104 67 


,17-item Hamilton Rating Scale for Depression score of 6 or lower. 
517-item Hamilton Rating Scale for Depression score of 7 or higher. 
*Significantly smaller than the percent of patients with no person- 
„ality disorder (continuity adjusted y^—7.08, df=1, p<0.01). 
‘Significantly smaller than the percent of patients with no person- 
„ality disorder (continuity adjusted x*=5.91, df=1, p<0.02). 
*Significantly smaller than the percent of patients with no person- 
ality disorder (continuity adjusted y7=4.95, df=1, p<0.03). 


Social Adjustment Scale work subscale. There were 
again no significant Personality Disorder Group by 
Treatment interactions on any of these measures. 


Summary of Analyses of Completer Sample 


Analyses were also conducted on the 162 patients 
who completed treatment. (Treatment was not in- 
cluded as a factor in any of the ANCOVAs for the 
completer sample because of the small Ns in some 
cells.) This sample is of course smaller, and because of 
attrition it is no longer a completely randomized sam- 
ple and the possibility of bias is introduced. It provides 
data, however, on the relationship between personality 
disorders and outcome for patients who have had the 
full course of treatment. 

Overall, the findings for the completer sample were 
consistent with those for the total sample. One excep- 
tion was that for the patients with dramatic-erratic 
personality disorders, the findings that were significant 
in the total sample, although still in the same direction, 
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shifted to a trend (F=3.57, df=1, 57, p<0.07, for the 
ANCOVA on the Social Adjustment Scale social fac- 
tor) or to nonsignificance (recovery analysis). 

As already noted, the General Life Functioning Scale 
was analyzed for the completer sample only. On this 
measure (on which higher scores reflect better out- 
come), the patients with odd-eccentric personality dis- 
orders (meantSD score=51.3+9.32) had a signifi- 
cantly worse outcome than the patients without 
personality disorders (mean score=58.8+10.24) (F= 
9.51, df=1, 58, p«0.01). 


Other Analyses 


As reported in an earlier paper (3), patients with 
personality disorders in this study were more likely 
than patients without personality disorders to be 
chronically depressed (i.e., they also met RDC for mi- 
nor or intermittent depressive disorder). In addition, 
patients with odd-eccentric or dramatic-erratic person- 
ality disorders were less likely to be married. Because 
chronicity and not being married were both related to 
poorer outcome in this study, we wondered if either or 
both of these variables might account for the poorer 
outcome for patients with personality disorders. To 
investigate this possibility, additional ANCOVAs were 
conducted on the Social Adjustment Scale with these 
variables in addition to prescores as covariates. The 
findings from these analyses were virtually the same as 
those already reported here. To investigate the possible 
influence of pretreatment chronicity on the recovery 
criterion findings, a separate chi-square was conducted 
on the subsample of patients without chronic depres- 
sion (N=165). Similar to the findings for the whole 
sample, patients with personality disorders in.this non- 
chronic group were significantly less likely to reach the 
recovery criterion than the patients without personal- 
ity disorders (x^—4.57, df=1, p<0.05). 
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DISCUSSION 


Patients with personality disorders in this study had 
a poorer outcome on some measures than patients 
without personality disorders. They were less likely to 
reach a criterion of recovery and showed significantly 
less improvement in social functioning. They did not 
differ significantly, however, in outcome on mean Ham- 
ilton depression scale scores, work functioning meas- 
ures, or on the HSCL-90 depression scale (except for 
the patients with odd-eccentric personality disorders). 

Examination of the mean scores of the patients with 
and without personality disorders by treatment con- 
dition suggests why a main effect for personality dis- 
orders was not found for Hamilton and HSCL-90 
depression scale scores. Although the interactions be- 
tween personality disorder status and treatment con- 
dition in these analyses were not statistically signifi- 
cant, the patients with and without personality disorders 
had somewhat different patterns of outcome in dif- 
ferent treatment conditions. The group with personal- 
ity disorders did slightly better than the group without 
personality disorders in cognitive-behavioral therapy 
on these measures, but the group without personality 
disorders did. better in the other treatment conditions. 

The clearest difference in outcome across treatments 
was on social functioning. Of the outcome measures 
investigated here, the Social Adjustment Scale social 
functioning items tap feelings and behaviors that are 
the most interpersonally oriented (e.g., diminished 
contacts, reticence, friction, social discomfort, and 
loneliness). The finding that patients with personality 
disorders showed less improvement on this measure 
(and not on work functioning) underlines the impor- 
tance of this dimension of functioning to personality 
disorders. It is likely that these patients returned to 
their baseline (nondepressed) level of social function- 
ing, characterized by more maladjustment than the pa- 
tients without personality disorders. 

The pattern of outcome for patients with personality 
disorders was fairly similar for the different clusters of 
personality disorders defined by axis H. Although pa- 
tients with the dramatic-erratic cluster had the highest 
scores on the Hamilton depression scale and the lowest 
recovery rate at treatment termination, the differences 
were not large, and in general our prediction that these 
patients would have the poorest outcome was not 
supported. 

It is important to note some methodological issues in 
connection with the absence of differences in outcome 
for types of personality disorders. First, the finding of 
similar outcomes for different types of personality dis- 
orders could be due to the overlap among clusters be- 
cause many patients (53 [30%] of the patients with 
personality disorders) were rated in more than one 
cluster. To investigate this possibility, a pure" anx- 
ious-fearful personality disorders group, consisting of 
patients iti an anxious-fearful cluster rating only, 
was defined, as was an "other personality disorders" 
group that excluded the patients with pure anxious- 


716 


fearful personality disorders. Outcome on the Hamil- 
ton depression scale for the pure anxious-fearful group 
was very close to that for the unrestricted anxious- 
fearful cluster reported here. The pure anxious-fearful 
group (mean+SD score=10.8+7.45) did slightly but 
not significantly better than the group with other per- 
sonality disorders (mean score— 12.1 7.50). 

Another issue concerns the measure used to assess 
personality disorders. The Personality Assessment Form 
does not include a structured interview. Although 
probe questions are used, less specific information 
about typical behaviors, feelings, and attitudes is ob- 
tained than in the more recently developed measures of 
personality disorders (26—28). Also, individual criteria 
for each disorder are not separately rated on the Per- 
sonality Assessment Form, and the degree of corre- 
spondence of Personality Assessment Form ratings 
with DSM-III diagnoses using more precise methods is 
not known. The data available suggest that the reli- 
ability of the Personality Assessment Form in this 
study was relatively low, and reliability for two of the 
clusters is unknown. It is possible that the Personality 
Assessment Form is better at picking up global person- 
ality pathology than at making the kinds of finer dis- 
criminations that distinguish different types of person- 
ality disorders. 

A third issue concerns our definition of personality 
disorder. In addition to the limitations of the measure, 
there are two aspects of our definition that should be 
considered: our selection of a cutoff point on the scale 
and our use of pretreatment ratings. With regard to the 
first point, categorizing patients as having a personal- 
ity disorder or not is always to some extent arbitrary, 
regardless of the system used, because the traits in- 
volved are in large part continuously distributed (29). 
As noted, we chose to use 4 as a cutoff point on the 
scale because it seemed to be the best breaking point in 
terms of anchor definitions and rater agreement. Be- 
cause of the possibility that this cutoff was too liberal, 
we also examined the outcome of the patients with 
ratings of 5 or higher on the scale (“to a marked ex- 
tent" or “to an extreme degree"). The means on the 
measures of outcome for this group were similar to 
those for the group defined by a cutoff of 4 or higher. 
Furthermore, comparing this extreme group (rating of 
5 or 6) (N=79) with an extreme group at the other end 
of the scale (no ratings higher than a 2) (N=16) 
yielded findings similar to those using a cutoff of 
4 to define the groups with and without personality 
disorders. 

With regard to the use of pretreatment ratings, two 
factors can be considered that might decrease the va- 
lidity of the ratings. One is the influence of the state of 
depression on the assessment of personality disorders. 
The state of depression has been shown to influence 
self-report measures of personality (30, 31). As will be 
reported in a future paper, we did find a decrease in the 
number of ratings of personality disorder on the Per- 
sonality Assessment Form at treatment termination for 
recovered patients, despite the emphasis on rating 
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long-term functioning. Another limitation to pretreat- 
ment ratings is that they do not provide the rating 
clinician with a longitudinal data base of observations 
which might result in a more valid assessment of the 
patient’s typical behavior patterns. Although ratings at 
treatment termination might thus provide some advan- 
tages, we chose to use the pretreatment ratings for two 
reasons. One is their practical utility. It is before treat- 
ment, when patients are symptomatic, that most clini- 
cians see patients. The-prognostic value of personality 
disorders assessed before treatment intervention in 
predicting treatment outcome is thus a clinically rele- 
vant question. 

More important for the question addressed here, 
however, was the concern that treatment termination 
ratings might be confounded with outcome. That is, it 
is possible that patient improvement following treat- 
ment might have colored the raters’ perceptions of per- 
sonality disorder. Since we were investigating the in- 
fluence of personality disorders on treatment outcome, 
the possibility of such a confounding factor would 
make findings using treatment termination ratings dif- 
ficult to interpret. Future reports will investigate the 
possibility of differential sensitivity of pretreatment 
and treatment termination ratings of personality dis- 
order in predicting subsequent course over an 18- 
month period following the treatment phase. In terms 
of the current findings, however, it is possible that the 
use of pretreatment ratings underestimated the impact 
of these disorders on treatment outcome. 

In conclusion, this exploratory study supports the 
prediction that patients with personality disorders 
would have a less favorable treatment outcome. It is 
possible that a more reliable measure of personality 
disorders would have detected stronger differences. 
Expectations that these patients would do better in 
psychotherapy than in pharmacotherapy were gener- 
ally not supported in these analyses. However, the meth- 
odological issues cited, particularly the absence of a 
structured interview for personality disorder diag- 
noses, preclude definitive conclusions regarding differ- 
ential treatment efficacy. Studies using structured in- 
terview measures of personality disorders may be 
helpful in addressing some of these questions. 
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Effects of Chronic Cocaine Abuse 
on Postsynaptic Dopamine Receptors 


Nora D. Volkow, M.D., Joanna S. Fowler, Ph.D., Alfred P. Wolf, Ph.D., 

David Schlyer, Ph.D., Chyng-Yann Shiue, Ph.D., Robert Alpert, M.S.W., 

Stephen L. Dewey, Ph.D., Jean Logan, Ph.D., Bernard Bendriem, Ph.D., 
David Christman, Ph.D., Robert Hitzemann, Ph.D., and Fritz Henn, Ph.D., M.D. 


To assess the effects of chronic cocaine intoxication 
on dopamine receptors in human subjects, the authors 
evaluated [| * FjN-metbylspiroperidol binding using pos- 
itron emission tomography in 10 cocaine abusers and 
10 normal control subjects. Cocaine abusers who bad 
been detoxified for 1 week or less showed significantly 
lower values for uptake of ['°F]N-metbylspiroperidol 
in striatum than the normal subjects, whereas tbe co- 
caine abusers who had been detoxified for 1 month 
showed values comparable to those obtained from 
normal subjects. The authors conclude that postsyn- 
aptic dopamine receptor availability decreases with 
chronic cocaine abuse but may recover after a drug- 
free interval. 

(Am J Psychiatry 1990; 147:719—724) 


he actions of cocaine on brain dopamine systems 

have been demonstrated to be essential to co- 
caine's reinforcing properties (1—5). Blockade of the 
dopamine transporter by cocaine leads to a transient 
increase in the concentration of dopamine at the syn- 
apse (6—8). With repeated cocaine administration, 
compensatory changes occur in dopamine systems (9— 
13): 

Chronic cocaine use may produce long-lasting de- 
pletion of dopamine in the brain, which may be im- 
portant in cocaine craving and dependency (14). In 
support of this hypothesis are studies documenting de- 
creased dopamine and dopamine metabolites (15) and 
increased dopamine receptors (10) in the brains of co- 
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caine-treated animals. Moreover, some clinical studies 
have shown hyperprolactinemia in former cocaine 
abusers (14, 16, 17). The inhibition of prolactin release 
by dopamine also suggests decreased dopamine func- 
tion (18). The nature of these compensatory changes is 
uncertain, since other studies showed no changes (19) 
or decreases (12) in dopamine receptors in animals 
treated chronically with cocaine and hypoprolactine- 
mia in chronic cocaine abusers (20). 

Positron emission tomography (PET) makes possible 
the in vivo measurement of the concentration and dis- 
tribution of dopamine agonists and antagonists (21), 
and from such data it is now feasible to assess dopa- 
mine receptor availability (22, 23). We now report the 
effects of chronic cocaine abuse on human dopamine 
receptors. [18F]N-Methylspiroperidol (24) was used 
with PET to determine if chronic use of cocaine leads 
to up- or down-regulation of postsynaptic dopamine 
receptors. . 


METHOD 


The study sample comprised 10 male chronic co- 
caine abusers (mean+SD age, 26.7+3.5 years; weight, 
182+29 lb) who met the DSM-III-R diagnostic crite- 
ria for cocaine abuse. The criteria for inclusion of a 
patient in the study were as follows: at least a 6-month 
history of use of free-base cocaine, use of a minimum 
of 4 g of cocaine per week over the past 6 months, no 
previous history or evidence of intravenous cocaine 
use, a lack of dependence on any drug other than co- 
caine, and a lack of evidence for psychiatric, neurolog- 
ical, or medical problems not related to cocaine. The 
patients were referred from outpatient detoxification 
clinics. Seven subjects were each tested 2—7 days after 
the last cocaine dose, and three were tested 4—5 weeks 
after the last cocaine dose. Table 1 gives demographic 
and clinical characteristics of the patients. The control 
group comprised 10 male healthy volunteers (age, 
28.1+3.0 years; weight, 165+8 Ib) with no history of 
drug abuse or psychiatric or neurological disease. 
None of the patients or control subjects took medica- 
tion during this study. 
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COCAINE AND DOPAMINE RECEPTORS 


TABLE 1. Demographic and Clinical Data for 10 Cocaine Abusers 





Cocaine Use 


Use of Other Drugs? 


Age Duration Amount Time Since Last Times 
Subject (years) (years) Week (g) Dose (days) Drug Week Clinical Symptoms 
| 28 3 20 5 Alcohol 2 Dysphoria, anhedonia, memory impairment 
2 24 6 10 2 Cigarettes — Memory impairment, anergia 
j 18 j 16 30 Cigarettes — Depression, paranoid ideation, memory 
impairment, intense craving 
+ 31 4 3 6 Marijuana =] Anhedonia, poor concentration 
Alcohol <1 
J 28 $ 20 28 Marijuana | Memory impairment, poor concentration, 
Cigarettes — increased excitability 
6 26 | 7 2 Alcohol 2 Anxiety 
Benzodiazepines =1 
7 29 10 10 30 Cigarettes — Depression, memory impairment, intense 
Alcohol l craving 
8 26 2 18 2 Cigarettes — Depression, memory impairment, poor con- 
Alcohol | centration, intense craving 
9 30) 7 20 7 Alcohol ja Dysphoria, memory impairment 
Benzodiazepines 2 
10 27 5 7 7 Cigarettes = Memory impairment, poor concentration 





Patients who consumed drugs other than cocaine, nicotine, and caffeine more than twice a week were excluded from the study. 


The PET scan measurements were made with the 
PET VI instrument in a high-resolution mode (full 
width half maximum, 0.9 cm). This scanner provides 
seven slices that are each 14.4 mm thick. Before the 
PET scanning procedure, a head holder was molded to 
each subject's head contour to ensure accurate reposi- 
tioning during the 250-minute scan. Positioning was 
achieved with two sets of orthogonal lasers; one was 
parallel to the subject's canthomeatal line and the 
other was parallel to the sagittal plane. Catheters were 
inserted into a vein and into an artery for radiotracer 
injection and blood sampling, respectively. Before the 
injection of the radiotracer, a transmission scan was 
performed with a °*Ge/®*Ga ring source to correct for 
attenuation. For the measurement of dopamine recep- 
tors, the subjects were injected with 6—7 mCi of 
['^F]|N-methylspiroperidol. The subjects gave in- 
formed consent after the nature of the procedure was 
explained. 

The ['°F]N-methylspiroperidol was synthesized as 
previously reported (25). Specific activity of the [^ F]N- 
methylspiroperidol was 1—2 Ci/pmol at the end of 
bombardment. The metabolite analysis and measure- 
ment of unchanged ['*F|N-methylspiroperidol was 
carried out in the following way: aliquots (0.4—0.6 ml) 
of the plasma samples were added to tubes containing 
2 ml of methanol and 4 ml of 0.4 M perchloric acid. 
The samples were counted, then sonicated for 30 sec- 
onds and centrifuged for 4 minutes. The supernatant 
was transferred to a C,4 Sep-Pak and counted. The 
pellet was also counted. The Sep-Pak was eluted suc- 
cessively with 3 ml of water, 2 ml of 1 N NaOH, 4 ml 
of water, 5 ml of 45% methanol, and 5 ml of 100% 
methanol. The Sep-Pak and each of the fractions was 
then counted. The unchanged ['*F]N-methylspiroperi- 
dol was eluted in the 100% methanol fraction. 

Regions of interest for the striatum and the cerebel- 
lum were drawn on the PET images obtained at 114 
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FIGURE 1. Representative PET Slices of a Normal Subject From 
Which Regions of Interest Were Drawn to Indicate Postinjection (PI) 
Binding of [*®F]N-Methylspiroperidol in Striatum and Cerebellum 


LERIN PI 


114 MIN PI 


and 11 minutes postinjection (figure 1). The images 
obtained at these times provided optimal visualization 
of the striatum and the cerebellum, respectively. Re- 
gions of interest for the striatum were drawn on the 
slice in which the basal ganglia were seen best and that 
corresponded to the slice at 5.4 or 4.0 cm above the 
canthomeatal line. For the cerebellum we used the slice 
1.2 cm above the canthomeatal line (figure 1). 

We quantified the uptake of ['"F]N-methylspiroperi- 
dol in the striatum using the ratio index (22). The ratio 
index represents the slope of the ratio of the concen- 
tration of ['*F]|N-methylspiroperidol in the striatum to 
that in the cerebellum versus time over the 250-minute 
period of the scan (22, 23). To account for possible 
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FIGURE 2. PET Scan Slice of a Normal Subject at Level of Basal Ganglia Representing Postinjection (PI) Distribution and Binding of 


[!*F]N-Methylspiroperidol ([195F]-NMSP) 


59 MIN PI 
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differences in the metabolism of ['*F]N-methylspiro- 
peridol by the cocaine abusers, we also calculated the 
incorporation quotient of ('*F]N-methylspiroperidol 
in the striatum using the method of Patlak (26). Dif- 
ferences in ratio index and incorporation quotient be- 
tween the normal subjects, the nondetoxified cocaine 
abusers, and the detoxified cocaine abusers were tested 
by means of analysis of variance (ANOVA). 


RESULTS 


The binding kinetics of ['*F]N-methylspiroperidol 
in the normal subjects were similar to those reported 
by others (22, 23). There was widespread distribution 
of radioactivity in the brain during the first 20 minutes 
due to nonspecific binding, followed by a progressive 
accumulation of [!?F]N-methylspiroperidol in the stri- 
atum 30 minutes after injection, representing specific 
dopamine receptor binding. Figure 2 shows typical im- 
ages for the striatum from a normal subject at 11, 59, 
114, and 230 minutes postinjection. Although the pat- 
tern of uptake and distribution of the [!*F]N-methyl- 
spiroperidol in the brain did not differ between the 
normal subjects and cocaine abusers, the nondetoxi- 
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fied cocaine abusers showed less uptake of [!*F]N- 
methylspiroperidol in the striatum. Figure 3 shows 
curves for [{'°F]N-methylspiroperidol uptake in the 
striatum and cerebellum of a representative normal 
subject and nondetoxified cocaine abuser. 

Figure 4 shows the ratio indexes for the normal sub- 
jects, the nondetoxified cocaine abusers, and the de- 
toxified cocaine abusers. The ANOVA showed that the 
mean value for the seven nondetoxified cocaine abus- 
ers (mean+SD, 2.59+0.68) was significantly lower 
than the means for the 10 normal subjects (4.18 1.19) 
and the three detoxified cocaine abusers (4.93 1.25) 
(F=9.91, df=2, 17, px 0.005). Analyses of the individ- 
ual values revealed that two of the 10 normal subjects 
had values that were comparable to the mean for the 
chronic cocaine abusers. There was no significant dif- 
ference between the detoxified cocaine abusers and the 
normal subjects. 

Analysis of the metabolites of ['*F]N-methylspiro- 
peridol in plasma revealed comparable levels of non- 
metabolized ['°F]N-methylspiroperidol for the normal 
subjects and the cocaine abusers (table 2). The values 
obtained for nonmetabolized ['*F]N-methylspiroperi- 
dol were used to calculate the incorporation quotient 
for ['*F]N-methylspiroperidol in the striatum. Figure 5 
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FIGURE 3. Characteristic Curves of [1°F]N-Methylspiroperidol Up- 
take In Striatum and Cerebellum of a Normal Subject and a Chronic 
Cocaine Abuser During PET Scan* 
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FIGURE 4. Ratio Index" Values for Cocaine Abusers in Relation to 
Time Since Last Drug Use and for Normal Control Subjects 
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The ratio index is the slope of the ratio of the concentration of 
[‘8F]N-methylspiroperidol in striatum to that in cerebellum versus 
time over a 4-hour period. 


shows the incorporation quotient for [!*F]N-methyl- 
spiroperidol in the cocaine abusers and normal control 
subjects. The ANOVA showed that the mean incorpo- 
ration quotient of the nondetoxified cocaine abusers 
(mean+SD, 0.081+0.035) was significantly lower than 
the means of the normal control subjects (0.113+ 
0.014) and the detoxified cocaine abusers (0.117+ 
0.030) (F=3.81, df=2, 17, px0.05). 


DISCUSSION 


This study shows that nondetoxified chronic cocaine 
abusers have lower than normal uptake of [!8F]N-meth- 
ylspiroperidol in the striatum according to the ratio 
index and the incorporation quotient. Evidence of ab- 
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TABLE 2. Postinjection Levels of ['®F]N-Methylspiroperido! in 
Plasma of 10 Cocalne Abusers and 10 Normal Subjects Given 
PET Scans 


Percent Unchanged From Total Radioactivity 


Cocaine Abusers Control Subjects 


Minutes After 
Injection Mean SD Mean SD 
1 89.3 2:9 90.5 2.6 
20 71.8 3.2. 68.6 6.0 
60 50.0 4.7 44.6 6.8 
120 41.7 Tez 36.2 7.6 


FIGURE 5. Incorporation Quotients* for [19F]N-Methylspiroperidol 
In Striatum of Cocaine Abusers and Normal Control Subjects 
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“The incorporation quotient is defined as 


IQ- A, (T) fo Cp(t)dt 
IQ incorporation quotient, 
Cp(t) -amount of unchanged [!5F]N-methylspiroperidol in 
the plasma as a function of time, and 
A,us(T) =amount of radioactivity in the region of interest 
(nanocuries per cubic centimeter of tissue) at time T. 


where 


normalities in the dopamine system with chronic co- 
caine use in human subjects was also reported in a 
preliminary PET study that evaluated presynaptic 
dopamine neurons with [!9F]r-dopa (27). That study 
revealed lower uptake of [!*F]1-dopa in the striatum of 
two cocaine abusers tested within 1 week of the last 
cocaine dose than in normal control subjects. The low 
uptake of [!?F]N-methylspiroperidol could represent 
either a decrease in the number of postsynaptic do- 
pamine receptors or a decrease in receptor affinity 
secondary to chronic cocaine use. However, the high af- 
finity of [I5F|N-methylspiroperidol for the postsynaptic 
dopamine receptor (K4—50—75 pM) (28) and the similar 
shapes of the time-activity curves for [*®F]N-methyl- 
spiroperidol uptake in the striatum of the normal sub- 
jects and cocaine abusers suggest that the lower level of 
binding of [*8F|N-methylspiroperidol in the striatum of 
cocaine abusers is due to a decrease in the availability of 
dopamine receptors and not to a change in receptor af- 
finity. This difference suggests that the striatal dopamine 
system compensates for the dopamine overstimulation 
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induced by cocaine by decreasing the number of postsyn- 
aptic dopamine receptors. 

The fact that the lower ['*F]N-methylspiroperidol 
uptake was not observed in the three subjects who had 
been detoxified for 4—5 weeks before the PET study 
suggests that the decrease in receptor availability may 
be temporary and is probably linked to the last ad- 
ministration of cocaine. The dynamic nature of the 
changes in dopamine receptors as a result of stimula- 
tion by and withdrawal from cocaine could account 
for the discrepancy in the results reported in ligand 
binding studies done with animals. Studies evaluating 
the effects of chronic cocaine use on postsynaptic 
dopamine receptors within 24 hours after the last dose 
of cocaine showed low levels of binding (12), whereas 
studies done 1 week to 60 days after last dose of co- 
caine showed greater binding (10). Similarly, the hu- 
man studies using prolactin concentration in plasma as 
a measure of dopamine function showed hyperprolac- 
tinemia in chronic cocaine abusers who had been ab- 
stinent from cocaine for several weeks (14, 16) and 
hypoprolactinemia in patients who had taken cocaine 
within 1 week (F.H. Gawin, personal communication, 
1988). The time-related nature of the changes in 
postsynaptic dopamine receptors cannot be fully ex- 
plained by this study; however, on the basis of the data 
on the three detoxified patients it appears that after 4 
weeks of cocaine withdrawal the dopamine receptors 
increase to numbers similar to those observed in nor- 
mal subjects. 

We did not observe receptor supersensitivity in the 
cocaine abusers, as would have been expected on 
the basis of the “dopamine depletion" hypothesis of 
cocaine dependence (14). However, these are not 
conflicting results, since the period required for do- 
pamine receptors to up-regulate and the effects of long- 
term use of cocaine on these regulatory mechanisms 
are unknown. The small sample of detoxified cocaine 
abusers tested precludes statements about up-regula- 
tion of dopamine receptors after long-term cocaine 
detoxification. 

A cautionary statement should be made about the 
method used to analyze the ['*F]N-methylspiroperidol 
images since this is an area of controversy (21, 29, 30). 
However, we and others have successfully used in the 
past the ratio index or a similar approach to measure 
the availability of D, dopamine receptors with ['*F]N- 
methylspiroperidol (22, 23, 31). To further validate 
the results obtained with the ratio index, we also used 
the incorporation quotient (26). The incorporation 
quotient is more stable over time than the ratio index 
and takes into account differences in availability of the 
drug in plasma (32). We feel that both of these meth- 
ods, which gave consistent results, give good represen- 
tations of the relative number of available D, dopa- 
mine receptors shown with ['*F]N-methylspiroperidol. 

Although we were unable to evaluate subjects before 
and after detoxification, the fact that the cocaine abus- 
ers who had been detoxified had values for [!*F]N- 
methylspiroperidol binding similar to those observed 
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in the normal subjects suggests that the decrease in 
dopamine receptor availability may be temporary. Fur- 
ther studies need to be done to evaluate the dynamics 
of the changes in dopamine receptors and the associ- 
ation of these changes with the psychiatric symptoms 
and the craving experienced by cocaine abusers at dif- 
ferent stages of their detoxification. 
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Rapid Cycling in Unipolar and Bipolar Affective Disorders 


Edward A. Wolpert, M.D., Ph.D., Joseph F. Goldberg, M.S., 
and Martin Harrow, Ph.D. 


To characterize the nature of rapid cycling affective 
disorders, the authors analyzed mood fluctuation pat- 
terns in 570 patients with affective disorders hospital- 
ized in 1960, 1975, or 1985. Patients’ records were 
rated for the frequency, duration, and complexity of 
distinct affective states. Very rapid mood fluctuations 
were absent among bipolar patients in 1960 but were 
evident in 1975 and 1985. In each year, bipolar pa- 
tients displayed more frequent, complex, and mixed 
episodes than did unipolar patients. The results suggest 
that more frequent episodes occur among bipolar 
than unipolar patients and that very rapid switch pro- 
cesses have become more widespread for some bipolar 
patients. 

(Am J Psychiatry 1990; 147:725—728) 


n this paper we will report on variations in the prev- 

alence of rapid cycling between manic and depres- 
sive states in patients hospitalized for major affective 
disorders during the past three decades. Most longitu- 
dinal studies of affective disorders (1) have found that 
patients subject to both mania and depression have 
more illness episodes in a lifetime than do patients 
subject only to depression. In recent years we have 
encountered increasingly complicated episodes of ill- 
ness containing various types of rapid cycling of affect. 

In the U.S. literature, Dunner et al. (2) defined rapid 
cycling as the occurrence of four or more episodes of 
affective illness per year, regardless of polarity. Other 
investigators have defined rapid cycling as involving 
either mixed affective states or frequent mood fluctu- 
ations without discrete intermorbid periods (3) or as 
involving 24- or 48-hour cycles of affective disturbance 
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(4). Until 1960, rapid cycling phenomena were rarely 
reported, warranting individual case reports. 

The present research is a naturalistic study of pa- 
tients hospitalized in the representative years 1960, 
1975, and 1985. Different patterns of affective cycling 
were assessed at these time periods. À naturalistic 
study such as this becomes of considerable clinical im- 
portance in the light of the markedly higher risk of 
suicide (5) and poorer response to lithium treatment 
(6) in patients who demonstrate rapid cycling. 

In this study we focused on the following questions: 
1) Is rapid cycling more frequent in bipolar or unipolar 
affective disorders? 2) Has rapid cycling become more 
frequent in the modern psychopharmacological era? 3) 
Do rapid cycling patterns of unipolar and bipolar pa- 
tients differ? 


METHOD 
Patients 


The patient group consisted of three samples total- 
ing 570 patients with affective disorders who were hos- 
pitalized consecutively at the Ps enia and Psy- 
chiatric Institute of Michael Reese Hospital in one of 
the following three target years: 1960, 1975, or 1985. 
All patients were given discharge diagnoses by their 
attending physicians at hospital discharge, based on 
DSM-I (in 1960), DSM-II (in 1975), or DSM-III (in 
1985). 

To increase diagnostic homogeneity, patients were in- 
cluded in the sample only after meeting the following 
criteria: 1) they were diagnosed at hospital discharge as 
having had a major affective syndrome, 2) their inpatient 
clinical records provided evidence that they had indeed 
manifested a major affective syndrome, rated for the cur- 
rent study according to modern criteria (Research Diag- 
nostic Criteria [RDC] and DSM-IID, and 3) they did not 
have mood-incongruent psychotic symptoms. This latter 
exclusionary criterion enabled us to focus only on those 
patients whose primary illness was a major affective dis- 
order, without concurrent schizophrenia-like or schizo- 
affective features. 

For the year 1960, 215 unipolar and 14 bipolar pa- 
tients were assessed; for the year 1975, 159 unipolar 
and 19 bipolar patients were assessed; and for the year 
1985, 112 unipolar and 51 bipolar patients were as- 
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RAPID CYCLING IN AFFECTIVE DISORDERS 


TABLE 1. Number of Discrete Affective Episodes per Year In 570 Patients With Unipolar and Bipolar Affective Disorder Hospitalized in 


1960, 1975, or 1985 





1960 
Unipolar ^ Bipolar Total 

Discrete Affective (N=215) (N=14) (N=229) TAN EnnEL 
Episodes/Year N % N % N % N 
One 185 86 6 43 191 83 121 
Two 16 7 4 29 20 9 24 
Three" 5 2 0 0 5 2 >] 
Multiple nondis- 

crete episodes 

only” 9 4 4 29 13 6 9 


“None of the patients had four discrete episodes per year. 


Unipolar 


(N=159) 


1975 1985 
Bipolar Total Unipolar Bipolar Total 
(N=19)  (N-178) (N=112) (N=51)  (N=163) 


— rt eO A hedera 


^*^ N ^? N & N 96 


7 37 128 72 99 88 25 49 124 76 
15 2 UH 26 15 10 9 10 206 20 12 
0 0 5 3 2 2 1 2 3 2 


6 10 353 19 11 1 1 15 29 16 10 


Refers to either mixed episodes, cycling within an episode, or weekly or daily affective cycling. 


sessed. Three hundred ninety-nine patients (70%) of 
the 570 patients were women, 542 (95%) were white, 
and their mean+SD age at index hospitalization was 
44,7+17.7 years. Two hundred ninety (51%) of the 
patients were first admissions. No significant differ- 
ences were found among patients from the three target 
years by sex (chi-square analysis), age (analysis of vari- 
ance), or number of previous hospitalizations (analysis 
of variance). 


Clinical Assessments 


Data for patients hospitalized in 1960, 1975, and 
1985 were collected and analyzed on the basis of a 
retrospective review of their inpatient clinical records. 
Detailed diagnostic intake summaries written by resi- 
dent physicians were available along with complete 
psychiatric nursing notes and chart histories for each 
patient. We carefully rated this clinical material using 
an inventory of manic, depressive, and psychotic 
symptoms based on RDC and DSM-III criteria to de- 
termine the profile of daily affective symptoms. We 
recorded all previous and subsequent hospitalizations 
within each target year as well as unhospitalized epi- 
sodes and intermorbid periods. Based on extensive 
clinical histories obtained by residents during the index 
episode, trained and experienced raters made ratings 
for the presence of rapid cycling phenomena after 
achieving adequate interrater reliability on a sample of 
25 patients (kappa=0.84). In addition, treatment data 
were recorded from medical chart histories. 


Definitions of Rapid Cycling 


Several operational definitions based on RDC were 
used to categorize the frequency of affective cycling 
patterns. A discrete single episode was defined as one 
episode of either mania or depression in a 12-month 
period without recurrence or affective cycling. Multi- 
ple discrete single episodes were defined according to 
the criteria for discrete single episodes, provided that 
an 8-week intermorbid period separated individual ep- 
isodes. A mixed episode was defined as one episode of 
either mania or depression in a 12-month period hav- 
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ing one or more concomitant periods of mixed mania 
and depression within that episode. Cycling within ep- 
isodes was defined as one episode of either mania or 
depression in a 12-month period with cycling to the 
opposite affective pole, without an intervening 8-week 
asymptomatic period. A further category of weekly or 
daily rapid cycling was established to describe patients 
whose fluctuations between manic and depressive 
states occurred on a weekly or daily basis, without 
discrete or enduring asymptomatic periods between 
these states. 

Nominal, dichotomous variables (e.g., the presence 
or absence of particular cycling phenomena) were sta- 
tistically evaluated by chi-square analysis for the pur- 
poses of among-years comparisons between patient 
groups. Interval data were analyzed by analysis of 
variance. 


RESULTS 


Table 1 shows the number of affective episodes per 
year for unipolar and bipolar patients. 

Bipolar patients consistently displayed more fre- 
quent or more complex episodes. In 1960, 57% (N=8) 
of the bipolar patients had multiple episodes, com- 
pared with only 14% (N=30) of the unipolar patients 
(y2=22.2, df=1, p<0.01). Similarly, in 1975, 63% 
(N=12) of the bipolar patients had multiple episodes, 
compared with 24% (N=38) of the unipolar patients 
(x7=14.8, df=1, p<0.01). In 1985, 51% (N=26) of 
the bipolar patients had multiple episodes, whereas 
only 12% (N=13) of the unipolar patients had com- 
plex or multiple episodes (x^-30.9, df=1, p«0.01). 
With respect to discrete episodes, bipolar patients 
tended to have more than one discrete episode per 
year, but the unipolar patients had yearly episodes. 

In all three target years, bipolar patients more fre- 
quently exhibited multiple nondiscrete episodes (i.e., 
mixed episodes and cycling within episodes), as shown 
in table 1. Multiple nondiscrete episodes occurred for 
significantly more of the bipolar patients than the uni- 
polar patients in 1960 (x^—10.5, df=1, p<0.001), 
1975 (x*=40.0, df=1, p<0.001), and 1985 (72—32.3, 
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TABLE 2. Episodes of Rapid Cycling in 84 Patlents With Bipolar 
Affective Disorder Hospitalized in 1960, 1975, or 1985 


1960 1975 1985 
(N=14) (N=19) (N=51) 
Category of Cycling N % N %o N % 
1—3 discrete episodes/ 
year" 10 71 9 47 36 71 
One mixed episode 1 7 2 11 5 10 
Cycling within episode 
once 2 14 4 21 3 6 
Cycling within episode 
i 0 
4 


- O 
IO 
A 


twice 
Weekly or daily cycling 0 0 21 
*None of the patients had four discrete episodes per year. 


df=1, p«0.001). The mean+SD total episode dura- 
tion for patients who experienced mixed or cycling 
episodes was 4.33.6 weeks in 1960; 8.5+5.1 weeks 
in 1975; and 5.9+6.3 weeks in 1985 (F=3.38, df= 
2, 46, p« 0.05). 

In the three target years studied, only one bipolar 
patient had more than two discrete affective episodes 
per year. Similarly, few unipolar patients displayed 
three or more affective episodes per year. Fewer than 
10% of the patients with unipolar depression went on 
to exhibit bipolarity. 

Specific types of rapid cycling were analyzed with a 
focus on 1) recurrent discrete episodes, 2) mixed manic 
and depressive symptoms, and 3) cycling within indi- 
vidual episodes. These data, summarized in table 2, 
revealed the following: 

1. In 1960, four (2996) of the 14 bipolar patients 
displayed mixed manic and depressed episodes or cy- 
cling within a single episode. Mixed or cycling epi- 
sodes occurred in six (3296) of the bipolar patients in 
1975, and in eight (16%) of the bipolar patients in 
1985 (x*=2.74, df=1, p«0.15). 

2. Weekly or daily cycling was not observed in any 
patient during 1960. However, in 1975, this pattern 
occurred in 21% (N=4) of the bipolar patients. In 
1985, 14% (N=7) of the bipolar patients had weekly 
or daily cycling. The frequency of weekly or daily 
rapid cycling did not differ for bipolar patients in 1975 
versus 1985 (x^—2.84, df=1, p« 0.15). 

3. No patient from any of the target years displayed 
more than three discrete episodes per year. 

Data were available on the medication treatment of 
all bipolar patients during their index hospitalizations. 
In 1960, only one of the 14 bipolar patients studied 
received tricyclic antidepressant medication during the 
index hospitalization. This patient exhibited no more 
than a single affective episode in any 1-year period. 
One of the unipolar depressed patients cycled from 
depression to mania immediately following her sixth 
ECT treatment. 

In 1975, five of the 19 bipolar patients studied re- 
ceived tricyclic antidepressant medication and none of 
these displayed more than two discrete affective epi- 
sodes per year. No relationship was observed between 
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lithium treatment and rapid cycling in the 17 bipolar 
patients receiving lithium. 

In 1985, only one bipolar patient exhibited weekly 
or daily cycling with evidence for a potential causal 
event preceding the onset of rapid cycling, namely, the 
institution of trimipramine. This patient responded 
completely and successfully to six ECT treatments (4). 
Of the remaining five patients, one displayed persistent 
cycling during a 7-week course of treatment with lith- 
ium and neuroleptics; a second maintained approxi- 
mately 3-week periods of labile, irritable mood shifting 
to melancbolic depression during treatment with car- 
bamazepine and haloperidol; and three others dis- 
played an amelioration of rapid cycling after treatment 
with lithium in combination with either amitriptyline, 
doxepin, or nortriptyline, although intermittent de- 
pression lingered in each case. 


CONCLUSIONS 


The current findings highlight several aspects of 
rapid cycling. One important naturalistic observation 
Is that rapid cycling as a clinical feature is not unitary. 
There is a range of frequent or mixed-state cycling 
patterns evident in many modern-day hospitalized pa- 
tients with affective disorders. At one extreme are pa- 
tients who cycle repeatedly on a day-to-day (or hour- 
by-hour) basis. At the opposite extreme are those who 
experience discrete affective episodes four or more 
times per year. Within this range may be any possible 
number of combinations. 

In terms of the phenomenon of rapid cycling itself, 
one might conceive of it as the psychological conse- 
quence of several factors, one of which is a physiolog- 
ical dysrhythmia in the circadian rhythm systems (7— 
9). In the ideal model, each surface manifestation of 
illness would then represent a phase of the disorder, 
and once the disorder were well understood the correct 
treatment could be determined objectively on the basis 
of where in the underlying physiological cycle the dis- 
turbance began (10). 

The current research used several categories most 
often associated with patients whose affective states 
fluctuate in unusually frequent patterns. None of the 
570 unipolar and bipolar patients studied showed four 
or more discrete affective episodes per year. Although 
such patients have been observed in our setting, none 
was encountered in the three target years studied. 
Moreover, a number of patients in the current sample 
had four or more phases of affective illness per year, 
but these periods often occurred without discrete 8- 
week intermorbid periods; such patients, therefore, 
were viewed as having mixed or other types of rapid 
cycling phenomena. 

More striking findings were observed in patients 
who exhibited a very rapid switch between mania and 
depression alternating on a weekly or daily basis. This 
pattern, absent in 1960, was encountered among 21% 
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of the bipolar patients in 1975 and 14% of those in 
1985. 

Diagnostic differences were observed between uni- 
polar and bipolar patients, suggesting that bipolar pa- 
tients experience significantly more periods of illness 
than do unipolar patients. Bipolar patients also appear 
more likely to encounter mixed episodes or cycling 
between affective poles during single periods of illness. 
Although modern diagnostic criteria were applied to 
the patients, the retrospective design of the current 
study could impose some limitations and may present 
a conservative estimate of patients' affective symptoms 
because attitudes toward axis I disorders have changed 
over the years. Nonetheless, the current results are in 
agreement with other reports that bipolar patients 
with mixed affective states may be at greater risk for 
more severe recurrent episodes (11, 12). 

The current findings suggest that since 1960 there 
has been an increase in the frequency of mood fluctu- 
ations for some bipolar patients. Although the more 
widespread use of tricyclic antidepressants during this 
period could play some role in the induction of rapid 
cycling phenomena (13), the current data do not affirm 
a clear connection between rapid cycling and medica- 
tion treatment in all instances. 
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Risk Factors for PTSD and Other Diagnoses 
in a General Sample of Vietnam Veterans 


Bonnie L. Green, Ph.D., Mary C. Grace, M.Ed., M.S., Jacob D. Lindy, M.D., 
l Goldine C. Gleser, Ph.D., and Anthony Leonard, B.A. 


This study examined the contribution of premilitary, 
military, and postmilitary risk factors to posttraumatic 
stress disorder (PTSD) and other postwar diagnoses in 
a sample of Vietnam veterans. PTSD was explained 
primarily by war stressors, including threat to life and 
exposure to grotesque death, but premilitary and post- 
military factors also contributed to the likelihood of a 
current diagnosis of PTSD. Panic disorder was also 
highly predicted by war experiences, whereas prewar 
functioning played a stronger role in several non-PTSD 
diagnoses. The study supported the notion that PTSD 
is specifically linked to intense stressors. Mechanisms 
for interactions among risk factors are discussed. 

(Am J Psychiatry 1990; 147:729—733) 


A number of studies over the past several years have 
examined the predictors of the diag.aosis of post- 
traumatic stress disorder (PTSD) in Vietnam veterans; 
the focus has been on aspects of soldiers’ war experi- 
ences. For the most part, these studies have shown that 
combat experience and exposure to abusive violence or 
atrocities predict chronic symptoms of PTSD (1, 2). 
A few studies have examined factors other than war 
stressors that also put veterans at higher risk for PTSD. 
Foy et al. (3) found that combat exposure and adjust- 
ment during military service predicted PTSD symp- 
toms in a small group of treatment-seeking veterans, 
whereas an index of premilitary adjustment did not. 
Later, Foy and Card (4) replicated the major features 
of that study in a national nonclinical sample and 
found essentially the same results, although in both 
cases the premilitary adjustment variable was added 
last to the regression equation. Other investigators, 
too, have found war stressors to be the primary deter- 


minants of symptoms of PTSD, although various as- 


pects of prewar functioning may also contribute to 
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current mental status (5). Postwar factors that have 
been examined and shown to predict postwar adjust- 
ment are negative life events (6) and social supports 
(7). None of these investigators has included diagnoses 
other than PTSD when examining these risk factors, to 
explore diagnostic overlap and the discriminant valid- 


. ity of the PTSD diagnosis. 


We proposed a model of the factors that contribute 
to posttraumatic adjustment following a traumatic 
event (8). In addition to the effect of the nature of the 
stressful experience, the processing of the event was 
seen to be affected by aspects of the person experienc- 
ing the event (including premorbid functioning, the 
specific meaning of the event to the person, etc.). As- 
pects of the recovery environment, such as the support 
network, the societal attitude toward the event, and 
subsequent negative life events, were also hypothesized 
to add to the prediction of current adjustment. These 
categories of variables correspond loosely to the pre- 
military, military (combat), and postmilitary factors 
used by other investigators (1). 

Following this model in the present study, we exam- 
ined the relative contribution of prewar, war stressor, 
and postwar environmental factors to long-term post- 
service adjustment in a group of Vietnam veterans. In 
addition to PTSD we included other major diagnoses 
so that their predictability could be compared to the 
predictability of PTSD. It is the first study of which we 
are aware that has included risk factors not only for 
PTSD but for other diagnoses as well in a wide-ranging 
sample of veterans, most of whom were not seeking 
treatment. 


METHOD 


Subjects who served in Vietnam between 1965 and 
1972 were systematically recruited from a variety of 
sources. Of the 200 male participants, one-third came 
from clinical referral sources, including area Veterans 
Outreach Centers, Veterans Administration (VA) hos- 
pitals, and the Disabled American Veterans. The sub- 
jects who were not seeking treatment (two-thirds of 
the sample) were recruited from industry, police and 
fire departments, and the National Guard, were re- 
ferred by other subjects, or were recruited from news- 
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TABLE 1. Intercorrelations Among Risk Factors for 200 Veterans of the Vietnam War 


War Stressor Postwar Factor 
Unit Grotesque Special Support at Current Social 
Risk Factor Drafted Patrol Death Assignment . Homecoming Support Life Events 
Preservice factors 
Adolescent friendships —0.04 0.17% . 0.03 0.08 0.12 0.12 0.16" 
Educational level —0.12 —0.24° —0.08 ~0.01 0.08 0.21° —0.22 
Age when serving in Vietnam -0.001 ~0.24° —0.15* —0.01 0.01 0.02 —0.19* 
Axis I diagnosis 0.11 0.12 0.17* 0.23" —0.07 —0.07 0.11 
Antisocial personality disor- 
der diagnosis 0.06 0.08 0.07 —0.05 —0.07 —0.06 0.30* 
War stressor 
Drafted — — — — —0.12 —0.11 0.11 
Unit patrol — — —— — —0.15* —0.20* 0.22* 
Grotesque death -— — os — —0.25* 0.31" 0.26* 
Special assignment -— — — — —0.13 —0.12 0.06 
*p<0.05. 5 


paper ads. Interviews took about 342 hours and were 
usually conducted at the University of Cincinnati Med- 
ical Center. All subjects gave written informed consent 
_ after the procedures were explained. The interviewers 
were two male clinical social workers and five male 
clinical psychologists-in-training, all with several years 
of clinical experience, who were given additional train- 
ing and were supervised. 

Premilitary factors assessed in the study included 
level of education before entering the service, age at the 
time of service, and several items from the Schedule of 
Affective Disorders and Schizophrenia—Lifetime Ver- 
sion (SADS-L) (9). The quality of adolescent friend- 
ships was rated on a 6-point scale of psychosocial ad- 
justment in adolescence on the basis of the subject’s 
reports about high school peer relationships, number 
and quality of friends, leadership roles, etc. An index 
of prewar axis I diagnoses was based on the SADS-L. 
The diagnosis of antisocial personality disorder (which, 
by definition, had to have begun before the subject’s 
military service) was also obtained. from the SADS-L. 

Military history and experiences were measured by a 
modification of the Wilson and Krauss (10) Combat 
Experience and Specific Stressor questionnaires. Infor- 
mation about the items that made up the various fac- 
tors in these instruments, and their reliability and va- 
lidity, can be found elsewhere (11, 12). The factors 
used in the study were called unit patrol (general threat 
to life), special assignment (reconnaissance, being a 
medic, being a demolitions expert), and grotesque 
death (witnessing or participating in the mutilation of 
Vietnamese, graves and registration duty). Internal 
consistency (coefficient alpha) for these three factors 
ranged from 0.67 to 0.90; test-retest reliability (Pear- 
son r), studied in a random subsample of the veterans 
who were retested 6 months after the original study, 
ranged from 0.71 to 0.93. Whether or not the subjects 
had been drafted was also examined. 

With regard to postwar variables, the subjects were 
asked to what extent they had talked with family and 
friends about their war experiences in the period of 
time close to their homecoming (support at homecom- 
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ing). An indicator of current social support was a 6- 
item questionnaire assessing the extent to which the 
subject had someone to talk to or “blow off steam" to 
or had someone who offered practical help. Finally, the 
total number of major postwar life events (deaths, di- 
vorce, illnesses, arrests, etc.) was recorded. 

As noted, the SADS-L was used to obtain informa- 
tion on current diagnoses. It was modified to obtain 
DSM-III psychiatric diagnoses, since our study pre- 
ceded the appearance of the Structured Clinical Inter- 
view for DSM-III. The SADS-L did not include PTSD; 
therefore, we developed a section on that diagnosis for 
this study. Assuming random assignment of raters, the 
interrater reliability (13) for diagnosing PTSD was 
0.83. Reliability coefficients (intraclass correlations) 
for the other diagnoses, based on a small pilot study 
(N=16), ranged from 0.66 (for drug and alcohol 
abuse) to 1.00. Validity information for PTSD was 
obtained by using correlations with the Impact of 
Event Scale (14). A current diagnosis of PTSD was 
correlated 0.55 (Pearson r) with the intrusion subscale 
and 0.56 with the avoidance subscale, both highly sig- 
nificant relationships (df=198, p<0.01). 


RESULTS 


The subjects! meantSD age was 36.1+4.4 years; 
82% (N=164) of the sample was white, and 25% 
(N=50) had been drafted. The mean age at the time of 
service in Vietnam was 21.0+3.6 years, and 37% 
(N=74) of the subjects had not completed high school. 
At the time of the interview, 9596 (N=190) had com- 
pleted high school or obtained a General Equivalency 
Diploma and 37% (N=74) had completed trade 
school or college. 

Table 1 shows the relationships among the risk fac- 
tors. A number of the preservice variables predicted 
the nature of a soldier’s war experience. Age and ed- 
ucation both predicted unit patrol, the general measure 
of combat exposure. Age predicted exposure to the 
grotesque as well. Younger and less well educated sol- 
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TABLE 2. Prediction of Current Psychopathology From Risk Factors Among 179° Veterans of the Vietnam War 


Generalized 
Phobic Alcohol Drug Anxiety Dysthymic 
Disorder Abuse Abuse Disorder Disorder 

0.11° 0.20° 0.105 0.07+ 0.155 
0.06* 0.075 0.03 0.054- 0.04 
0.03 0.04* 0.04* 0.03 0.03 
0.45 0.56 0.42 0.39 0.46 
0.20 0.31 0.17 0.15 0.21 

20 11 5 14 29 

14 6 3 10 17 


Major Panic 
Risk Factor PTSD Depression Disorder 
Premilitary (R2) 0.09° 0.095 0.08+ 
Military (incremental R?) 0.195 0.08? 0.14° 
Postmilitary (incremental R?) — 0.12 0.095 0.02 
Total R 0.63 0.51 0.49 
Total R? 0.40 0.26 0.24 
Percent of subjects with di- 
agnosis 29 15 7 
Percent of subjects with di- 
agnosis and PTSD 4 10 5 
.N=179 rather than 200 because cases with some missing data points were eliminated from the analysis. 
p<0.01. 
“p<0.05. 


diers were exposed to the more severe combat experi- 
ences. Antisocial personality did not predict any of the 
war experiences, but soldiers with reported prewar 
axis I diagnoses were more likely to take part in special 
assignments and be exposed to grotesque experiences. 
Young men who reported better preservice peer rela- 
tionships also reported higher levels of combat expo- 
sure (unit patrol). 

Most of the preservice variables predicted negative 
postwar life events, and better educated soldiers re- 
ported more current social support after the war. Fi- 
nally, soldiers who had had more extreme war expe- 
riences, in the form of a high rate of combat (unit 
patrol) and exposure to grotesque death, were less 
likely to talk about their experiences with friends, had 
fewer current social supports, and had more negative 
postwar life events. 

Table 2 presents the primary findings in multiple 
regression analyses predicting current PTSD and other 
frequently occurring diagnoses for the three sets of risk 
factors. The proportion of variance accounted for (R?), 
or the incremental explained variance, is shown for 
each set of predictors. The multiple correlation for the 
entire set (R) is also shown, along with the overall 
proportion of explained variance (R^). Finally, the 
percentage of subjects with each diagnosis, and the 
overlap with PTSD, is noted. 

The other diagnoses occurred most often in conjunc- 
tion with PTSD (11) rather than alone, as has typically 
been found in studies of Vietnam veterans (15). We 
view these multiple diagnoses overlapping with PTSD 
as forms of posttraumatic pathology that often include 
core elements of the stress response. None of the diag- 
noses occurring without PTSD was predicted by any of 
the war experiences (11). 

Premilitary factors made a significant contribution 
to the prediction of PTSD (9%), as they did for most of 
the diagnoses (see table 2). In general, these factors 
explained less than 1096 of the variance, with the ex- 
ceptions of dysthymic disorder, alcohol abuse, drug 
abuse, and phobic disorder. For PTSD, the separate 
variables contributing the most were a prewar diagno- 
sis and a low level of preservice education. Prewar diag- 
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nosis was one of the primary predictors in this set of 
premorbid indicators for most diagnoses. Antisocial per- 
sonality disorder predicted only drug and alcohol abuse 
diagnoses. Good adolescent friendships, surprisingly, 
predicted the presence of a major depression diagnosis. 

Military factors played a larger role than preservice 
factors. For PTSD, military factors accounted for an 
additional 19% of the variance over and above the 
contribution of premilitary factors. The primary con- 
tributors to that set were exposure to grotesque death 
and serving in a unit patrol (life threat). PTSD was the 
only diagnosis that was predicted by the life threat 
measure; the others were predicted primarily by expo- 
sure to grotesque death. Panic and phobic disorders 
were predicted primarily by special assignment activi- 
ties. While military factors were a significant predictor 
of most diagnoses, the magnitude of the contribution 
was relatively large only for PTSD and panic disorder. 

Postmilitary factors contributed significantly to a di- 
agnosis of PTSD (12%), over and above the contribu- 
tions of premilitary and military factors (see table 2). 
They also explained significant variance in the diag- 
noses of major depression and alcohol and drug abuse. 
For PTSD, both support at homecoming and current 
support decreased the likelihood of a PTSD diagnosis. 
Current support was also associated with a lesser like- 
lihood of major depression and drug abuse. None of 
the variables predicted alcohol abuse alone, but to- 
gether they added significantly to the probability of 


that diagnosis. The three types of risk factors com- 


bined explained the most variance for PTSD, followed 
by alcohol abuse, major depression, and panic disorder 
(see table 2). Drug abuse and generalized anxiety dis- 
order were the least predicted by the variables under 
examination. The multiple correlations ranged from 
0.39 to 0.63. 


DISCUSSION 
The sample used in this study cannot in any way be 


considered random, nor is it necessarily representative 
of all Vietnam veterans in our area. On the other hand, 
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it matches samples in other studies with regard to pro- 
portion of subjects with PTSD, suggesting that it is not 


atypical. The rate of PTSD in our subsample that was . 


not seeking treatment (17%, N=22) matches national 
estimates (1596) from the National Vietnam Veterans 
Readjustment Study (16), while the PTSD rate in our 
treatment-seeking subsample (55%, N=35) matches 
that found in other studies (56%) (17). 

Because the diagnoses overlapped to a great extent, 
the findings about the discriminant validity of PTSD 
are probably quite conservative. As noted, the other 
diagnoses for subjects without PTSD were not pre- 
dicted at all by war stressors, and the fact that most of 
the subjects with PTSD had other diagnoses as well 
may have boosted the impact of premilitary factors on 
PTSD. While the large overlap made it impossible to 
examine the PTSD diagnosis alone, this approach 
might not be of great clinical value, since most veterans 
with PTSD do have other diagnoses. In any case, dif- 
ferences among the diagnoses were evidenced despite 
the overlap, perhaps making them more noteworthy. 

Preservice risk factors clearly played a role in the 
prediction of most of the diagnoses, including PTSD. 
However, the level of their contribution was relatively 
minor except in the case of alcohol abuse and dysthy- 
mic disorder. For most of the diagnoses, a preservice 
axis I disorder made a significant contribution to the 
set. This association with PTSD seems to support the 
assertion in DSM-III-R that preexisting pathological 
conditions predispose to the development of the disor- 
der, as they do for many other disorders. Prewar an- 
tisocial behavior did not predict PTSD but did predict 
drug abuse, a finding that makes intuitive sense. 

It appears that some of the premilitary factors 
played a role in the later (current) diagnostic picture 
primarily through their relationship with the war stres- 
sors. Results indicated that it was the younger, less 
well educated man who was placed in the more severe 
combat situations. This was probably because of his 
low rank and lack of specialty training. Unfortunately, 
this initial vulnerability, coupled with a worse war 
experience, would put such an individual at relatively 
high risk for later problems. A preservice psychiatric 
diagnosis also predicted certain military experiences: 
exposure to grotesque death and special assignment 
activities. These stressor categories may have more 
of a volunteer aspect than does unit patrol, suggesting 
that prior psychological problems may put indi- 
viduals more at risk for getting into these activities or 
circumstances. 

Overall, the war stressor factors were highly predic- 
tive of PTSD and contributed strongly to panic disor- 
der as well. The strongest predictor of PTSD, and of 
most of the other diagnoses, was exposure to gro- 
tesque death. This variable, which includes activities 
subsumed under abusive violence or atrocities, has 
been implicated by other investigators as an important 
determinant of continued symptoms of PTSD in non- 
treatment (2) and treatment-seeking (17) samples. This 
is not surprising, since of all of the war experiences, 
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this one is probably most outside the range of normal 
human experience (DSM-III-R stressor definition). 
While the younger and less well educated soldiers with 
prior problems were somewhat more likely to experi- 
ence such exposure, as noted, the best predictor of 
grotesque experience was being in a highly life-threat- 
ening combat experience (r=0.57). Life threat made a 
significant contribution to the prediction of the PTSD 
diagnosis only, to which it added significantly beyond 
the contribution of exposure to the grotesque. This 
association suggests that PTSD symptoms are specifi- 
cally linked to questions of death and body integrity, 
an explanation that fits well with findings from an- 
other study of ours on survivors of the Buffalo Creek 
dam collapse (18). Survivors who had PTSD 14 years 
after that disaster were specifically those who were 
blocked in their escape from the flood waters, had to 
struggle to get away, were injured, and suffered pro- 
longed exposure to the elements following the event. 

Panic disorder was best predicted by special assign- 
ments. This finding makes a great deal of sense, be- 
cause the special assignment activities (e.g., demoli- 
tion, medic, “tunnel rat") tended to be solitary duties 
that might take the soldier into enemy territory, with a 
constant threat of capture or sudden death. Such ex- 
periences suggest repeated and prolonged arousal 
states consistent with anxiety symptoms. 

Postwar factors, specifically social support, played a 
particularly important role in the prediction of PTSD. 
Support at homecoming significantly decreased the 
risk of developing and continuing to have PTSD. How- 
ever, support also depended on a soldier's war exper- 
ience, which seemed to influence his openness to in- 
teracting with others and may indeed reflect the 
alienation/detachment that is part of the PTSD diag- 
nostic criteria. The person with persistent PTSD also 
had less current support than the person without 
PTSD, which in turn was predicted by war experi- 
ences, suggesting that the highly stressed survivor con- 
tinues to feel detached and may not be able to gain 
access to support even if it is available. Conversely, a 
person with chronic and disruptive symptoms that 
have probably been present since the war may have 
managed to alienate family and friends over time. In 
any case, PTSD and several other diagnoses were sig- 
nificantly predicted by current support, indicating 
that even taking into account the war experience, a 
supportive network decreases the risk of postwar 
problems. 

In summary, PTSD was shown to be a diagnosis that 
was tied primarily to the soldier's war experience and 
was not heavily influenced by preservice factors. Panic 
disorder was also highly linked to war experiences. 
PTSD was associated with intense life threat as well as 
exposure to grotesque death. Most other postwar di- 
agnostic combinations were also associated with expo- 
sure to grotesque death, although panic and phobic 
disorders were predicted by dangerous assignment ac- 
tivities. Social supports enhanced recovery, but the ca- 
pacity to make use of available social support seemed 
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to depend, at least in part, on the nature and intensity 
of a soldier’s war experience. Taken together, the find- 
ings show that PTSD was primarily linked to stressful 
experiences for this group of survivors and that it was 
more associated with these experiences than were the 
other diagnoses examined. 
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Magnetic Resonance Imaging Evidence for a Defect 
of Cerebral Cortical Development in Autism 
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Godfrey Pearlson, M.D., and Susan Folstein, M.D. 


Magnetic resonance imaging (MRI) scans were per- 
formed on 13 high-functioning male autistic subjects 
and 13 male nonautistic control subjects comparable 
in age and nonverbal IQ. Scans were rated for the 
presence of cerebral cortical malformations. Five au- 
tistic subjects had polymicrogyria, one bad schizėn- 
cephaly and macrogyria, and one had macrogyria. 
None of the control subjects had abnormalities of this 
type. These abnormalities result from a defect in the 
migration of neurons to the cerebral cortex during the 
first 6 months of gestation. The detection of these mal- 
formations by MRI, their pathogenesis, and the im- 
plications regarding the pathogenesis of autism are 
discussed. 

(Am J Psychiatry 1990; 147:734—739) 


A utism is a developmental syndrome defined by the 
presence of marked social deficits, specific lan- 
guage abnormalities, and stereotyped, repetitive be- 
haviors (1), Behavioral abnormalities are typically ob- 
served before a child is 30 months of age; although 
they show progressive changes across different periods 
of development, they generally persist throughout life 
(2). 

Like most behaviorally defined syndromes, autism 
is etiologically heterogeneous. A small percentage of 
cases appear in association with particular neuroge- 
netic conditions (e.g., tuberous sclerosis, fragile X syn- 
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drome) (3), and autistic individuals have been shown 
to have a higher rate than control subjects of non- 
specific risk factors for prenatal injury (4—6). In the 
majority of cases, however, there are no associated 
neurogenetic conditions and there is no evidence of 
unfavorable prenatal factors. In these cases of un- 
known etiology, the importance of hereditary factors 
has been demonstrated (3), 

Although the pathogenesis of autism is unknown, 
overwhelming evidence suggests that a neurobiologic 
mechanism underlies the disorder. Numerous studies 
have demonstrated the presence of neurophysiologic, 
neurochemical, and neuroimmunologic abnormalities 
in autistic persons (7). In addition, brain imaging and 
neuropathologic studies have described a variety of 
structural abnormalities in autistic subjects. Reversed 
cerebral asymmetries (8), enlargement of the lateral 
and third ventricles (9—11), and a decrease in the ra- 
diodensities of the caudates (11) have been demon- 
strated in CT studies. Other CT studies (12, 13), how- 
ever, have not found abnormalities in these structures. 
Magnetic resonance imaging (MRI) studies have fo- 
cused on the morphometry of the posterior fossa. 
Courchesne et al. (14) reported a decrease in the size of 
the cerebellar vermis, and Gaffney et al. demonstrated 
enlargement of the fourth ventricle (15) and a decrease 
in the area of the pons on midsagittal view (16). Fi- 
nally, Gaffney and Tsai (17), in an MRI study, noted 
gray matter heterotopia in one autistic individual. 

Autopsy studies have also reported neuronal abnor- 
malities in autism. The most consistent finding across 
studies has been a decrease in the number of Purkinje 
cells in the cerebellum (18—21). In addition, Bauman 
and Kemper (18, 19) reported the presence of an in- 
creased number of small, densely packed neurons in 
the hippocampus, amygdala, entorhinal cortex, and 
mamillary bodies, along with loss of granular cells of 
the cerebellum and neurons of the deep cerebellar nu- 
clei. Kemper (19) and Ritvo et al. (20) independently 
reported finding polymicrogyria in two of the seven 
autistic individuals they examined for neuropathology. 

Recently, one of us (M.L.B.) noted polymicrogyria 
on the MRI scans of two individuals with Asperger’s 
syndrome. Individuals with this syndrome have social 
deficits that are qualitatively similar to but milder than 
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those seen in autism (22); these have been hypothe- 
sized to be etiologically related to autism (23, 24). 

Polymicrogyria is one of a group of malformations 
of the cerebral cortex, including pachygyria, schizen- 
cephaly, and heterotopia, which result from a distur- 
bance in brain development that occurs during the first 
6 months of gestation (25—29). These malformations 
are thought to result from a defect in the migration of 
neurons to the cortical layers during the period of ma- 
jor cell migration (25, 26, 30, 31). 

The ability of MRI to detect developmental malfor- 
mations of the cerebral cortex (as a result of its mul- 
tiplanar capabilities and its high resolution; which is 
superior to that of CT) has recently been demonstrated 
(32—34). The finding of polymicrogyria in two individ- 
uals with Asperger's syndrome on MRI and in two 
autistic individuals at autopsy prompted us to examine 
MRI scans of a series of high-functioning male autistic 
subjects and control subjects for the presence of devel- 
opmental cortical malformations. 


METHOD 
Subjects 


Fifteen male autistic subjects were selected from a 
list of 100 autistic subjects ascertained during an on- 
going family study of autism being conducted at the 
Johns Hopkins University School of Medicine. Sub- 
jects were selected for the present study if they were 1) 
18 years of age or older and 2) likely to be able to 
complete a 45-minute MRI scan without requiring se- 
dation. During the course of the study, the parents of 
a younger family-study subject requested MRI for their 
child, and he was included in the sample. Three of the 
16 autistic subjects were unable to complete the 45- 
minute MRI series, leaving 13 autistic subjects in our 
study group. 

Parental informants for all autistic subjects were in- 
terviewed with the Autism Diagnostic Interview (35); 
the subjects met both the DSM-III-R and the Autism 
Diagnostic Interview algorithm criteria for autistic dis- 
order. The Autism Diagnostic Interview is a stand- 
ardized, investigator-based interview for autism that 
has shown good interrater reliability and discriminant 
validity. Parents were also interviewed regarding the 
subjects’ medical and neurological histories. 

The autistic subjects were assessed with a structured 
neurodevelopmental examination which included a 
standard evaluation of the motor system and an exam- 
ination for evidence of neurocutaneous disorders that 
have been reported to be associated with autism (i.e., 
tuberous sclerosis, neurofibromatosis) (36). No autis- 
tic subject had a major medical condition or a neuro- 
logical disorder, including seizures, by history or on 
examination. All autistic subjects were tested and found 
to be fragile X negative. 

The Raven Standard Progressive Matrices (37) was 
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administered to 10 of the autistic subjects. Two other 
subjects had recently been given the WAIS-R; and one 
had recently been given the WISC-R. The performance 
IQ results from these measures, along with the Raven 
scores, were used to evaluate the comparability of the 
autistic subjects and the control subjects with respect 
to nonverbal IQ. 

The control subjects were males selected for their 
comparability in age and nonverbal IQ to the autistic 
subjects. On this basis we recruited 10 Johns Hopkins 
Hospital employees, two patients attending the hospi- 
tal's outpatient psychiatric clinic (one with attention 
deficit hyperactivity disorder and one with conduct. 
disorder and drug abuse), and one client from a local 
association for retarded adults. Each control subject 
(or, when appropriate, an informant) was interviewed 
regarding his medical, neurological, and psychiatric 
history. Except for the two subjects we have men- 
tioned, no control subject was known to have a neu- 
rological or medical condition or a psychiatric or de- 
velopmental disorder requiring treatment. 


Procedure 


Before the MRI scans were done, parental infor- 
mants were given a structured interview regarding the 
subjects! prenatal history that had been derived from 
two standard questionnaires about the perinatal pe- 
riod (4, 38) and previous autism studies (4—6). The 
mothers’ histories during their pregnaricies were re- 
viewed to determine whether they had had 1) trauma 
requiring medical attention, 2) staining after the first 
trimester or bleeding any time during the pregnancy, 3) 
generalized édema, 4) severe nausea and vomiting after 
the first trimester, 5) systemic infection that required 
treatment by a physician or that lasted more than 2 
days, 6) physician-prescribed medications (except iron 
and vitamins) taken for longer than 1 week, and 7) age 
greater than 34 years at the time of delivery. All seven 
of these clinical variables have been reported to be 
associated with an increased risk of autism (4—6). 

After explanation of the MRI procedure, informed 
consent (and in the case of the one subject under 18, 
informed assent) was obtained from each subject and 
the following procedure was carried out. MRI was 
done with a General Electric (Signa) 1.5-tesla whole- 
body scanner using a standard head coil. Spin-lattice 
relaxation time (T,)-weighted sequences were per- 
formed in the sagittal plane (repetition time [TR]— 600 
msec; echo time [TE]=20 msec) and the coronal plane 
(TR=800 msec; TE=20 msec) with interleaved 3-mm 
slices. Proton weighted and spin-spin (T5) images were 
performed in the axial plane (TR=2500 msec; TE=30/ 
80 msec), parallel to the orbitomeatal line, with inter- 
leaved 5-mm slices. 

Scans were blindly rated by consensus of two neu- 
rologists (S.E.S. and M.L.B.) who have extensive expe- 
rience in rating MRI scans clinically and for research 
studies. Scans were rated for the presence or absence of 
polymicrogyria, pachygyria, heterotopia, and schizen- 
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cephaly on the basis. of previous published findings 
(31. 32, 39) and definitions and examples published in 
textbooks of neuropathology (25, 26, 29). Polymicro- 
 gyria is defined as the focal or diffuse presence of an 
excessive number of cerebral convolutions with or 
without cortical thickening. Pachygyria is defined as 
the presence of broad, flat, and shallow gyri associated 
with an ünderlying area of increased cortical thickness 
ranging from involvement with one gyrus (macrogyria) 
to involvement of the entire cortex (agyria). Heteroto- 
pia refers to focal collections of gray matter in abnor- 
mal locations, and schizencephaly is defined as the 
presence of bilateral, symmetrical clefts in the cerebral 
cortex, with evidence of lining by gray matter, with or 
without extension into the ventricles. 

Student's t test (two-tailed) was used to assess the 
comparability of autistic subjects and control subjects 
in age and nonverbal IQ. Frequency results were ana- 
lyzed with chi-square tests with Yates' modification for 
small expected cell sizes. 


RESULTS 


The mean age of the autistic subjects was 27.8 years 
(range--8—53 years). The mean age of the control sub- 
jects was 26.8 years (range=11—46 years) (t=0.53, 
df=24, n.s.). The mean+SD nonverbal IQ of the au- 
tistic group was 96.5+22.8; the mean nonverbal IQ of 
the control group was 100.42-18.0) (t=0.48, df=24, 
n.s.). Three autistic subjects had nonverbal IQs be- 
tween 60 and 70, one had a nonverbal IQ between 70 
and 90, and nine had nonverbal IQs between 90 and 
130. 

Developmental cortical malformations were de- 
tected in seven (53.8%) of the 13 autistic subjects and 
none of the control subjects (y7=7.04, df=1, p= 
0.008, with Yates’ correction). Five autistic subjects 
had polymicrogyria (two in the frontal lobe, one in the 
parietal lobe, one in the temporal-occipital, and one in 
both the temporal- and parietal-occipital lobes); one 
had schizencephaly with bilateral parietal macrogyria; 
and one had a unilateral frontal macrogyria (figure 1). 
Three subjects had malformations localized in the left 
hemisphere, two had them in the right hemisphere, and 
two had bilateral malformations. 

Autistic subjects with cortical malformations (N=7) 
and without (N=6) on MRI were compared for the 
presence of risk factors in their mothers’ pregnancy 
histories. Six autistic subjects (three with and three 
without malformations) had mothers with pregnancy 
histories of one or more factors that have been shown 
in previous studies to be associated with autism. These 
abnormalities, all noted in either the first or second 
trimester, included 1) first trimester spotting and use of 
Bendectin (the mother.of one subject with cortical mal- 
formations), 2) gastroenteritis and use of chlordiaze- 
poxide (the mother of one subject with cortical mal- 
formations), 3) use of penicillin for influenza and use 
of Fiorinal (the mother of one subject without cortical 
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malformations), 4) use of an unknown medication for 
prevention of miscarriage (the mother of one subject 
without cortical malformations), and 5) maternal 
agez35 years (mothers of one subject with and one 
subject without cortical malformations). 


DISCUSSION 


We found MRI abnormalities compatible with de- 
velopmental cortical malformations in a significant 
number of high-functioning, strictly diagnosed autistic 
individuals. There have been previous independent re- 
ports of polymicrogyria in two autistic subjects at au- 
topsy (19, 20) and heterotopia in one subject on MRI 
(17). These cortical abnormalities, however, are not 
specific to autism and have been reported in associa- 
tion with several other conditions. Crome (28) re- 
ported that among 500 *'severely subnormal" subjects 
he examined for neuropathology, 27 had brains show- 
ing polymicrogyria. Barkovich et al. (32), in a record 
review of 537 MRI scans of subjects in the pediatric 
age group, found 13 individuals with developmental 
cortical anomalies. All 13 individuals presented with 
seizures, and eight were described as having unspeci- 
fied developmental delay. Finally, in a neuropathologic 
study of four consecutively autopsied dyslexic male 
patients, Galaburda et al. (40) reported developmental 
cortical anomalies in all four cases. 

Several strengths and limitations of this study should 
be noted. First, with regard to selection of our study 
group, all subjects met criteria for autistic disorder as 
defined by DSM-III-R and by the Autism Diagnostic 
Interview algorithm, a detailed arid standardized inves- 
tigator-based instrument with established reliability 
and validity. The subjects were a relatively homoge- 
neous group of high-functioriing, non-fragile-X males 
without histories of major neurological abnormalities 
(including seizures) or medical abnormalities.. Al- 
though the homogeneity of our subjects may be helpful 
in our search for a common neuroanatomical abnor- 
mality, it also limits the generalizability of our find- 
ings. Additionally, the small size of our study group 
limited the conclusions we can draw from our results. 
Control subjects for this study were selected on the 
basis of their comparability to the autistic subjects in 
age, nonverbal IQ, and sex. While comparability on 
these parameters was a strength of the study, the com- 
parability of the autistic and control subjects on IQ 
may have been limited by our use of nonverbal IQ 
scores only. Finally, with regard to the design of the 
study, our assessment of the presence or absence of 
cortical malformations on MRI would have been 
strerigthened if ratings had been made by two inde- 
pendent raters with high interrater agreement. 

Our finding of a high rate of cortical malformations 
in individuals with autism has a number of implica- 
tions with respect to the pathogenesis of this disorder. 
These findings support an accumulating body of evi- 
dence that brain abnormalities responsible for the dis- 
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FIGURE 1. Magnetic Resonance Imaging Evidence of Developmental Cortical Malformations in Seven Autistic Subjects 
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A. 19-year-old male; nonverbal IG—116. T,-weighted coronal image showing a right su- 
perior parietal polymicrogyria (open arrows). 


B. 27-year-old male; nonverbal IQ—107. Inverted T;-weighted axial image showing a 
bilateral frontopolar polymicrogyria (black arrows). 


C. 35-year-old male; nonverbal IQ—67. Inverted T;-weighted axial image showing a left 
parieto-occipital polymicrogyria (black arrows). 


D. 22-year-old male; nonverbal IQ=95. T,-weighted coronal image showing a left tem- 
poral polymicrogyria (white arrows). This subject also had left temporal-occipital and 
left-middle frontal polymicrogyria. 


E. 21-year-old male; nonverbal IQ—65. T,-weighted coronal image showing a right su- 
perior parietal polymicrogyria (white arrows). 


F. 30-year-old male; nonverbal 1Q— 130. Inverted T;-weighted axial image showing a left 
precentral macrogyria (open arrows) and a focal region of thickened cortex (black 
arrows). 


G. 53-year-old male; nonverbal IQ— 130. Inverted T;-weighted axial image showing bi- 
lateral central parietal clefts (schizencephaly) (black arrows) and a wide postcentral 
gyrus (macrogyria) (open arrows). 
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order have their origin during the first 6 months of 
gestation. Courchesne (41), in his MRI study of au- 
tism, hypothesized that the neocerebellar hypoplasia 
which he observed was a result of abnormal granular 
cell and/or Purkinje cell migration in the cerebellum 
that occurred between the third and fifth months pre- 
natally. Bauman and Kemper (18) concluded from 
their neuropathologic case studies of autism that their 
findings were consistent with a lesion occurring early 
in development, perhaps before 30 weeks’ gestation. 
Kemper (19) also postulated that an abnormality of 
cerebellar granular cells, observed in one subject, sug- 
gested early damage to glial cells and an arrest of gran- 
ular cell migration. Our finding of cerebral cortical 
malformations is consistent with the timing of a dis- 
turbance in brain development that these other studies 
have hypothesized to occur. In addition, in each of 
these studies, abnormal neuronal migration was impli- 
cated in the disturbance. 

In our study, cortical malformations were not con- 
fined to any particular lobe and were detected at the 
same rate in both hemispheres. The failure of these 
lesions to coincide topographically suggests that it is 
unlikely that they have a direct role in the pathogenesis 
of autism but, rather, that in a subgroup of autistic 
individuals, they are linked to the underlying mecha- 
nism in the disorder. This hypothesis is supported by 
experimental studies demonstrating that early ac- 
quired lesions may have effects on reorganization and 
connectivity of the cortical architecture at distances 
remote from the site of the original lesions (42). 

Both extrinsic and intrinsic factors, including fetal 
anoxia (43), maternal cytomegalovirus infection (44), 
and single gene defects (45), have been implicated in 
the pathogenesis of cerebral cortical malformations. 
Rakic (30), in addition, has hypothesized that cell-cell 
interactions resulting from viral infection, cell-medi- 
ated immune reactions, or defects in the recognition of 
specific proteins essential for cell movement may be 
responsible for abnormal neuronal migration. Immu- 
nologic abnormalities have been demonstrated in au- 
tism (46, 47), as have abnormalities in serotonin (48), 
a neurotransmitter that has been implicated in the 
regulation of neurogenesis (49). These studies suggest 
that the relationship between cortical malformations 
and prenatal immunologic, neurochemical, and genet- 
ic abnormalities in autistic subjects warrants further 
exploration. 

Our findings raise several questions regarding the 
validity of MRI in detecting cerebral cortical malfor- 
mations. The advantage of MRI over CT in detecting 
these abnormalities has been established (32—34). 
Barkovich et al. (32), in reviewing the use of MRI in 
diagnosing migration abnormalities, suggested that 
these anomalies are readily detectable with MRI if at 
least two planes with both T,- and T,-weighted images 
and a 5-mm slice thickness are used. In our study, all 
subjects were imaged in three planes. Cortical malfor- 
mations were detected in some cases in only the axial 
plane, in others in only the coronal plane, and in some 
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in all three planes. This finding was seen as support for 
the efficacy of MRI in diagnosing these disorders. 

Barkovich et al. (32) also emphasized that “recog- 
nition depends on awareness of the characteristic ap- 
pearance of the entities” (p. 1017). However, although 
the capability of MRI to detect cortical malformations 
has been established, the sensitivity and specificity of 
MRI in diagnosing these disorders have received only 
limited attention in studies with clinical-pathological 
correlations and will require further investigation (32). 

In summary, abnormalities compatible with devel- 
opmental cerebral cortical malformations were dem- 
onstrated by MRI in seven of 13 high-functioning au- 
tistic individuals. These malformations have their 
origins in a disturbance before the sixth month of ges- 
tation. The small size and skewed IQ distribution of 
our study group do not allow us to make definitive 
inferences from the results of this study. However, the 
significance of our results and their agreement with the 
results of other studies suggest that future studies 
should be conducted on larger groups to replicate these 
findings and to investigate the presence of clinical and 
biological correlates. 
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Eye Tracking Impairment in Clinically Identified 
Patients With Schizotypal Personality Disorder 


Larry J. Siever, M.D., Richard Keefe, M.A., David P. Bernstein, M.A., 
Emil F. Coccaro, M.D., Howard M. Klar, M.D., Zvi Zemishlany, M.D., 
Ann E. Peterson, M.A., Michael Davidson, M.D., Theresa Mahon, B.A., 

Thomas Horvath, M.D., and Richard Mohs, Ph.D. 


Eye tracking accuracy, which bas been found to be 
impaired in schizophrenic patients and their relatives, 
was assessed in 26 patients with schizotypal personal- 
ity disorder, 17 control subjects with other non-schizo- 
phrenia-related personality disorders, 29 normal con- 
trol subjects, and 44 schizophrenic patients. Both 
schizotypal and schizophrenic patients, but not control 
subjects with other personality disorders, demon- 
strated significantly more impaired tracking than the 
normal control subjects. These results suggest that pa- 
tients with clinically defined schizotypal personality 
disorder may be biologically related to schizophrenic 
patients as part of a spectrum of schizopbrenia-related 
disorders. 

(Am J Psychiatry 1990; 147:740—745) 


he identification of the boundaries of schizophre- 
nia-related disorders is an important prerequisite 
to genetic and biologic studies aimed at delineating the 
etiology of schizophrenia. While genetic and biologic 
studies of relatives of schizophrenic patients and vol- 
unteers suggest that schizotypal personality disorder 
should be included as a schizophrenia-related disorder 
(1), questions have been raised as to whether schizo- 
typal personality disorder as diagnosed in clinical pop- 
ulations is related to chronic schizophrenia (2). The 
demonstration of a biologic correlate of chronic schizo- 
phrenia in clinically diagnosed schizotypal patients 
would support the existence of such a relationship. 
Impaired eye tracking is one of the most consistent 
biologic correlates of chronic schizophrenia. While eye 
tracking impairment has been reported in psychotic 
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patients and patients with bipolar affective disorder 
(3), it appears to be state-related in these patients, pos- 
sibly attributable to lithium treatment (4). There is not 
a high prevalence of eye tracking impairment in the 
relatives of bipolar patients (5). In schizophrenic pa- 
tients, in contrast, the impairment persists in remission 
(6) and is increased in prevalence among their relatives 
(5). These observations suggest that eye tracking im- 
pairment is a state-independent correlate of schizo- 
phrenia that may reflect a genetic diathesis to the schizo- 
phrenia-related disorders, possibly as a reflection of an 
underlying autosomal dominant gene (7). . 

Volunteers selected for their impaired eye tracking 
performance have been' reported to have a greater 
prevalence of schizotypal personality disorder than do 
control subjects from the same population with high- 
accuracy eye tracking (8). Conversely, volunteers se- 
lected on the basis of high scores on the Chapman 
anhedonia scales demonstrated a higher prevalence of 
poor smooth pursuit eye movement performance than 
control subjects (9). Low-accuracy tracking in volun- 
teers has been associated with schizotypal characteris- 
tics, most consistently with social isolation and anhe- 
donia (8—11) but also with psychotic-like symptoms 
(11-13). These volunteer studies, however, cannot di- 
rectly address the relationship of eye tracking impair- 
ment to clinically identified schizotypal personality 
disorder. 

In order to test the hypotheses that eye tracking im- 
pairment is more prevalent in schizotypal personality 
disorder patients than in normal control subjects and is 
associated with social isolation, schizotypal patients 
were compared to normal control subjects for eye 
tracking accuracy; subsidiary comparison groups of 
patients with other personality disorders and with 
schizophrenia were used to explore the diagnostic 
specificity of any impairment. 


METHOD 
Twenty-six patients with schizotypal personality 


disorder were compared to 29 normal control subjects 
for accuracy of eye tracking. For comparison purposes, 
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the eye tracking accuracy of 17 patients with non- 
schizophrenia-related personality disorders (all other 
personality disorders except for paranoid and schizoid 
personality disorders) and 44 schizophrenic patients 
are also reported. All subjects participated in this study 
after informed consent was obtained. 

All of the patients were identified from the inpatient 
and outpatient units of the Bronx Veterans Adminis- 
tration Medical Center. Patients meeting DSM-III cri- 
teria for bipolar disorder and drug or alcohol abuse/ 
dependence were excluded from the study. The normal 
control subjects were recruited through newspaper ad- 
vertisements. In order to exclude subjects with a per- 
sonal or family history of psychiatric illness, including 
both axis I and axis II disorders, all potential normal 
control subjects were interviewed by a psychiatrist 
(E.F.C. or Z.Z.). A comprehensive medical evaluation 
was performed to screen out subjects with medical ill- 
ness. Both patients and control subjects were kept free 
of all medications for 2 weeks before testing, with the 
exception of the schizophrenic patients, who may have 
received chloral hydrate but not within 12 hours of 
testing. All outpatients and normal control subjects 
were instructed to abstain from alcohol for 24 hours 
before testing. 

Research Diagnostic Criteria (RDC) were evaluated 
in the patients, using the Schedule for Affective Disor- 
ders and Schizophrenia (SADS) (14), by two blind, ex- 
perienced raters who independently assigned criteria 
and diagnoses from a single interview (kappa=0.80 
for schizophrenia). DSM-III axis II diagnoses were de- 
rived from the consensus of interviews with the patient 
by two raters and with an informant close to the pa- 
tient by a third rater, using the Structured Interview for 
the DSM-III Personality Disorders (15), with a partic- 
ular focus on schizotypal personality disorder, supple- 
mented with all available clinical information. Inter- 
rater reliability for schizotypal personality disorder in 
a sample of 55 patients with personality disorder was 
strong (kappa=0.73). Test-retest reliability (after at 
least a 6-month interval) for schizotypal personality 
disorder in a subsample of 12 of these patients (six 
with an initial diagnosis of schizotypal personality and 
six with other initial axis IJ diagnoses) was comparably 
strong (kappa=0.83). Seventeen dimensions (available 
from the authors on request) reflecting general psycho- 
pathologic traits, such as low self-esteem and hostility, 
derived from the subsections of the Structured Inter- 
view for the DSM-III Personality Disorders (15), were 
rated in 33 of the patients to evaluate the specificity of 
any relationship between schizotypal traits and track- 
ing accuracy. 

To measure eye tracking accuracy, silver-silver chlo- 
ride electrodes were placed at the outer canthus of each 
eye as well as at the middle of the forehead for a 
ground, and both eye position and velocity were meas- 
ured by electro-oculograph (EOG) and recorded on a 
chart dynograph (8). The subjects watched a swinging 
pendulum 1 m away that oscillated at a frequency of 
0.4 Hz with an amplitude of 20° of the visual angle. 
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Qualitative ratings were determined from the average 
rating of tracings derived from two trials with a plain 
stimulus and a third with numbers affixed to the target 
by two independent raters (interrater reliability: 
kappa=0.93). The final rating was arrived at by con- 
sensus of the raters, with a third rater evaluating the 
record if the two original ratings were discrepant by 
more than one point. 

Mean qualitative ratings were compared between 
groups by an analysis of variance (ANOVA) with a 
post hoc Scheffé contrast. The number and percentage 
of each patient cohort greater than or equal to one or 
two standard deviations from the mean of the normal 
control subjects were compared by Fisher’s exact test. 
Correlations of the ratings of tracking accuracy with 
the schizotypal criterion of social isolation and the 
structured interview’s personality disorder dimension 
of desired level of social contact were evaluated by the 
Pearson correlation coefficient, and the entire set of 
schizotypal criteria were evaluated by stepwise multi- 
ple regression. Correlations between tracking accuracy 
and criteria for paranoid, borderline, and avoidant 
personality disorder were evaluated by the Pearson 
correlation coefficient to examine the specificity of the 


finding. 


RESULTS 


No significant differences were observed between the 
patient groups on demographic characteristics (table 
1). The mean+SD ages of the groups were as follows: 
schizotypal personality disorder, 35.346.4 years; 
other personality disorders, 35.2+6.4 years; and schizo- 
phrenia, 33.6:-7.7 years. The mean number of person- 
ality disorders for the first two groups was 3.0+0.8 
and 2.11.3 (t-—2.50, df=41, p«0.05). The group 
with schizotypal personality disorder had 2.40.4 
hospitalizations; the group with other personality dis- 
orders, 1.1+0.4; and the group with schizophrenia, 
6.5+6.0 (F=10.63, df=2, 83, p<0.0001); schizophre- 
nia group>groups with schizotypal personality disor- 
der and other personality disorders, by Scheffé test. 
Clinical differences between the groups in past neuro- 
leptic use are reported in table 1. No other significant 
clinical differences between the three patient cohorts 
were observed. Normal control subjects did not sig- 
nificantly differ from the patient coborts with regard to 
mean age (28.2+6.2 years), education level (100% 
completed high school), and marital status (11% were 
married). 

Both schizotypal personality disorder patients and 
control patients with non-schizophrenia-related per- 
sonality disorders met criteria for more than one per- 
sonality disorder. Of the schizotypal patients, 53.8% 
(N=14) met the criteria for paranoid personality dis- 
order; 38.5% (N=10), borderline; 30.8% (N=8), his- 
trionic; 23.1% (N=6), avoidant; 19.2% (N=5), anti- 
social; 19.2%, compulsive; 7.7% (N=2), schizoid; 
3.8% (N=1), dependent. Of the patients with non- 
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TABLE 1. Demographic and Clinical Characterlstics of Patlents 
With Schizotypal Personallty Disorder, Other Personallty Disor- 
ders, and Schizophrenia 


Schizo- 
typal Other 
Person- Person- 
ality ality Schizo- 
Disorder Disorders phrenia 
(N=26) (N=17) (N=44) 


Characteristic 


N 
Employed full-time 2 77 d 59 0 0.0 
. Completed high 

22 


school 84.6 15 88.2 27 61.4 
Married 8 30.8 2 11.8 1 2.3 
Inpatient 23 885 15 88.2 44 100.0 
Never received 

neuroleptics" 4 15.4 11 647 0 0.0 
Without neuroleptics 

for less than 90 

days? 9 346 0 00 43 977 
Major depression, 

current 14 53.9 6 353 — — 
Major depression, 

lifetime 17 65.4 9 329 — — 
Borderline personality 

disorder 10 38.5 9 329 — — 


15x^7:36.07, df=2, p« 0.01; other personality disorder group>other 
..two groups, schizotypal personality group>schizophrenia group 
(Fisher’s exact test, two-tailed), 
>y?= 40.62, df=2, p<0.01; schizophrenia group>other two groups, 
roD l personality disorder group>other personality group 
(Fisher's exact test, two-tailed), 


schizophrenia-related personality disorders, 52.9% 
(N=9) met the criteria for borderline personality dis- 
order; 47.1% (N=8), compulsive; 41.2% (N=7), his: 
trionic; 17.7% (N=3), mixed; 17.7%, narcissistic; 
11.8% (N=2), avoidant; 11.8%, dependent; 5.9% 
(N=1), passive-aggressive; and 5.9%, antisocial. Both 
personality disorder cohorts included patients with a 
current or past history of major depressive episodes, 
and the proportion did not significantly differ between 
` groups (table 1). 

Both schizophrenic and schizotypal patient groups 
evidenced mean qualitative ratings that were signifi- 
cantly greater (i.e., worse tracking) than those of the 
normal control subjects (by Scheffé contrasts); the 
other personality disorder patients did not significantly 
differ from the control subjects (table 2). The schizo- 
phrenic and schizotypal groups also included a signifi- 
cantly greater proportion of subjects with impaired 
tracking than did the normal control group (as defined 
by the number of cases falling one and two standard 
deviations beyond the normal mean); no such differ- 
ences were observed in the patients with non-schizo- 
phrenia-related personality disorders. However, mean 
qualitative ratings for the patients with other person- 
ality disorders were intermediate between those of the 
schizotypal and normal control cohorts. 

The schizotypal personality disorder patients signifi- 
cantly differed from the normal control subjects in 
mean tracking accuracy whether or not they had a 
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current concomitant diagnosis of borderline personal- 
ity disorder (borderline only: t=~—3.56, df=37, p< 
0.01; nonborderline only: t=—3.50, df=43, p<0.01). 
Patients with schizotypal personality disorder also 
showed impaired tracking performance compared to 
normal control subjects regardless of current diagnosis 
of depression (depressed: t= —3.47, df=46, p<0.01; 
nondepressed: t— —2.81, df=34, p<0.05) or past his- 
tory of major depressive disorder (depressed: t— 
—3.17, df=44, p«0.01; nondepressed: t= —3.77, df= 
34, p«0.01). A significantly higher proportion of 
patients with non-schizophrenia-related personality 
disorders than with schizotypal personality disorder 
had never received neuroleptic treatment (x^—10.38, 
df=1, p<0.01); however, there was no significant dif- 
ference in tracking accuracy between subjects with 
and without a history of neuroleptic use in the total 
personality disorder cohort or in the schizotypal and 
other personality disorder control groups considered 
separately. 

In order to test the hypothesis that deficits in eye 
tracking accuracy were associated with a clinical pre- 
sentation of social isolation, tracking accuracy was 
correlated with the presence of social isolation, as as- 
sessed by the structured interview for personality dis- 
order, and the correlation was found to be statistically 
significant (Pearson r=0.31, df=41, p«0.05). In order 
to exainine the relationship of social isolation and eye 
tracking accuracy within the context of the other 
DSM-III schizotypal criteria, a stepwise regression 
analysis was performed in which the order of entry 
was determined by the magnitude of the semipartial 
correlation of each schizotypal criterion with eye 
tracking accuracy. Of the eight schizotypal criteria, 
only one criterion, “social isolation," met the p<0.15 
criterion for inclusion in the model (F=4.40, df=1, 40, 
p<0.05). 

Tracking accuracy was also significantly correlated 
with the structured interview’s dimension of desire for 
social contact in the schizotypal patients (r=—0.64, 
df=17, p<0.01) and tended to be correlated in the 
entire sample (r=—0.32, df=31, p<0.07). This corre- 
lation was in the direction of low-accuracy trackers 
having a limited desire for social contact. On the other 
hand, eye tracking accuracy in schizotypal patients 
was not significantly correlated with any of the indi- 
vidual criteria for paranoid, borderline, or avoidant 
personality disorder—three personality disorders that 
frequently overlap with schizotypal personality 
disorder. 


DISCUSSION 


These results support the hypothesis that schizotypal 
personality disorder patients demonstrate impaired eye 
tracking compared to an age-matched control group. 
The mean qualitative eye tracking rating in the schizo- 
typal patients did not significantly differ from the mean 
eye tracking accuracy in the schizophrenic patients; 
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TABLE 2. Smooth Pursuit Eye Movement Ratings In Patients With Schizotypal Personallty Disorder, Other Personality Disorders, and 


Schizophrenia and in Normal Control Subjects 


Qualitative 
Rating" 

Group N Mean 
Schizotypal personality 

disorder 26 2.9 
Other personality dis- | 

orders 17 2.6 
Schizophrenia 44 ' 3.0 
Control 29 2:1 


Patients Patients 
>1 SD From >2 SD From 
Normal Mean? Normal Mean‘ 
SD N % N % 
0.8 15 58 5 19 
0.7 Z l 41 2 12 
0.9 27 61 17 39 
0.6 7 24 0 0 


*F—8.27, df=3, 112, p<0.001; schizotypal personality disorder and schizophrenia groups>normal control group (Scheffé test). 
Schizotypal personality disorder group and schizophrenia group>normal control group (p<0.05 and p<0.01, respectively; Fisher's exact 


test, two-tailed). 


“Schizotypal personality disorder group and schizophrenia group>normal control group (p<0.05 and p<0.001, respectively; Fisher’s exact 


test, two-tailed). 


however, both groups differed significantly from the 
normal control subjects. In contrast, the control pa- 
tients with other personality disorders ‘did not signifi- 
cantly differ from any of the groups, although larger 
sample sizes of patients with other specific personality 
disorders would be required to rule out more modest 
impairment in these disorders. Previous studies have 


demonstrated that eye tracking impairment is associ-. 


ated with schizotypal personality disorder in a volun- 
teer population (8). However, our results are the first 
to demonstrate impaired tracking in clinically identi- 
fied schizotypal patients and thus support the hypoth- 
esis that schizotypal personality disorder, as diagnosed 
in clinical settings, may be considered a schizophrenia- 
related disorder. 

While the demonstration of global eye tracking im- 
pairment in schizotypal patients is an important first 
step in exploring the potential biologic association be- 
tween schizotypal and schizophrenic patients, issues of 
potential artifacts as well as specificity and type of eye 
tracking impairment in schizotypal patients require 
further investigation. All schizotypal and other person- 
ality disorder patients were kept off all medications for 
2 weeks before testing, and the large majority (88%— 
100%) of the patient cohorts were tested in the hos- 
pital, where medication status and substance use could 
be strictly monitored. Prior neuroleptic use was not 


associated with poor tracking in this and other studies 


(3). While impaired eye tracking may be induced by 
alcohol or sedative use (16) and some of the schizo- 
phrenic patients may have received chloral hydrate, no 
patients received chloral hydrate within 12 hours of 
eye tracking testing, and eye tracking accuracy returns 
to normal by 4 hours after acute administration’ of 
chloral hydrate in volunteer subjects (16). Further- 
more, the mean tracking impairment in the schizo- 
phrenic patients was nearly identical to that observed 
in previous studies (17). In any event, chloral hydrate 
was never administered to the schizotypal patients or 
other personality disorder and normal control subjects 
and thus could not have influenced the ‘central findings 
of this study. 
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As normal control subjects were tested as outpa- 
tients, it is impossible to rule out noncompliance with 
our instructions to abstain from medication and alco- 
hol use. However, normal control subjects with histo- 
ries of substance abuse or medical illness were ex- 
cluded from our study, and the mean eye tracking 
ratings in our normal control sample were comparable 
to normal values in previous studies (17), so this pos- 
sibility is unlikely’ Furthermore, any effects of sub- 
stance use in the normal control subjects would have 
worsened their pursuit accuracy and diminished differ- 
ences from schizotypal patients. 

While age is modestly associated with tracking ac- 
curacy and younger subjects (20-30 years old) are bet- 
ter trackers than subjects over 50 (3), none of the sub- 
jects were over 50 years of age, and the mean ages of 
the comparison cohorts did not significantly differ. 
Other demographic variables did not differ between 
the comparison groups and have not been reported to 
be associated with tracking accuracy (3, 11). 

Qualitative ratings of impaired eye tracking perform- 
ance as observed in the schizophrenic and schizotypal 
patients may reflect one or more of a number of dif- 
ferent defects, including low gain of the smooth pur- 
suit eye movement system or intrusions disrupting this 
system such as square-wave-jerks or saccadic intru- 
sions (18-20). The global assessment measures em- 
ployed in this study do not allow the determination of 
these more specific eye tracking parameters, which 
were unavailable at the initiation of this study but 
which can now be more precisely evaluated with in- 
frared detection of tracking accuracy and quantified by 
newly available computerized assessment techniques. 
These results call for the systematic evaluation of 
these parameters in schizotypal patients and control 
subjects. 

The assessment of these specific parameters might 
conceivably improve the specificity of the association 
between eye tracking impairment and schizophrenia- 
related diagnoses. Some patients with other personal- 
ity disorders demonstrated eye tracking impairment, 
although the’ group mean did not significantly differ 
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from that of the normal control subjects in this rela- 
tively small sample. Larger samples of patients with 
other individual personality disorders are required to 
evaluate the specificity of this finding. The other per- 
sonality disorder patient group in this sample included 
à large proportion of borderline and histrionic pa- 
tients, marked by symptoms of affective instability, 
which might have contributed to the eye tracking in- 
accuracy in these patients. However, eye tracking im- 
pairment associated with affective disorder appears to 
be state-dependent (4, 21), nongenetic (5, 22), and 
qualitatively different from the eye tracking impair- 
ment observed in schizophrenic patients (23). More 
specific characterization of differences in type of eye 
tracking impairment, coupled with longitudinal assess- 
ments of affective state, might permit better discrimi- 
nation between patients with schizotypal and other 
personality disorders. 

Further investigation is needed into the related ques- 
tion of which specific schizotypal characteristics are 
' most closely associated with the tracking impairment. 
Poor eye tracking in schizophrenic patients has been 
associated in some studies with a poorer premorbid 
history and formal thought disorder but not with se- 
verity of psychosis (24—27). The degree of tracking 
impairment has also been more highly correlated with 
characteristics reflecting limited social interactions 
(11) and lack of pleasure in social relations (9) than 
with psychotic-like characteristics in schizotypal pa- 
tients. The only schizotypal characteristics in this study 
that were significantly correlated with tracking inaccu- 
racy were low desire for social contact and social iso- 
lation, while no correlations were observed for any 
criteria for frequently overlapping personality disor- 
ders. These results are consistent with the results of 
previous studies suggesting a specific association be- 
tween poor tracking and social withdrawal (9—11). 

The finding of impaired tracking in schizotypal pa- 
tients is consistent with evidence from other studies 
suggesting that schizotypal personality disorder may 
be related to schizophrenia with respect to its genetics 
(28), biology (1), treatment response (29, 30), and out- 
come (31). The refinement of biologic measures with a 
substantial genetic basis such as eye tracking in schizo- 
typal patients and control subjects thus may enhance 
the resolution of selection of affected phenotypes in 
molecular genetic linkage studies of schizophrenia, as 
well as advance our knowledge of the pathophysiology 
of the schizophrenia-related disorders. 
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Violent Crime Arrest Rates of White House Case Subjects 
and Matched Control Subjects 


David Shore, M.D., C. Richard Filson, Ed.D., and Donald S. Rae, M.S. 


White House Case subjects typically are schizo- 


phrenic patients who have been psychotically preoccu- 
pied with a prominent political figure. The authors 
report the arrest rates for murder, aggravated assault, 
other assault, and robbery among 192 male White 
House Case subjects 20—59 years old who were dis- 
charged from civil commitments in the early 1970s. 
These rates were compared with those for the same 
crimes in a random matched sample of arrested sub- 
jects and with the general population arrest rates. 
When rates were covaried for prior violent crime ar- 
rests, White House Case subjects with prior arrests 
had a significantly higher rate of total posthospitaliza- 
tion violent crime arrests than the matched control 
sample. 
(Am J Psychiatry 1990; 147:746—750) 


everal articles have discussed the rate of violent 

crime among psychiatric patients after hospital dis- 
charge (1-7). While a number of studies done between 
1920 and 1960 found such patients less likely to com- 
mit violent crimes than the general population, several 
reports during the 1960s and 1970s noted more vio- 
lent crimes committed by previously hospitalized men- 
tal patients than by the general population. Sosowsky 
(1), for example, reported that a group of young 
(mostly schizophrenic) patients discharged from Napa 
State Hospital had a rate of subsequent arrests for vi- 
olent offenses that was much higher than that for the 
general population. Giovannoni and Gurel (3) also 
found more violent crime (homicide, aggravated as- 
sault, and robbery) by male chronic schizophrenic pa- 
tients after discharge from psychiatric hospitals, al- 
though their comparison of these patients with the 
general (male and female) population is certainly prob- 
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lematic. The rate of subsequent property crimes in 
their patient group was lower than that in the general 
population, so it was violence rather than criminality 
that was noted in their sample. Teplin (8), who re- 
ported on police-citizen encounters, has stated that the 
mentally ill do not commit serious crimes at a dispro- 
portionate rate. The Teplin study, however, said little 
about violent crimes, since only 20 violent crimes 
against persons occurred, with three involving the se- 
riously mentally ill (10% of the incidents for this 
group) and 17 involving nonmentally ill persons (3.6% 
of the incidents for this group). 

A high rate of violent crime by released psychiatric 
patients might be accounted for by those patients with 
a history of arrests before hospitalization (6, 9). Mona- 
han and Steadman (10) pointed out that in New York, 
the percentage of male mental patients with prior ar- 
rests has been increasing dramatically, from 15% in 
1947, to 32% in 1968, to 40% in 1978. Steadman (11) 
reported that there were also increases in the percent- 
age of patients admitted to mental hospitals who had 
prior arrests in five of six states between 1968 and 
1978. 

Since more people with criminal histories are enter- 
ing the mental health system, increases in arrest rates 
of discharged mental patients might be unrelated to 
psychiatric illness. Consistent with this position, Brill 
and Malzberg (9) and Rabkin (6) have stated that there 
is a very low posthospitalization arrest rate among 
those mental patients without any prior arrests. Stead- 
man et al. (12) reported that groups of mental patients 
with no prior arrests who were discharged from state 
hospitals in the Albany, N.Y., area had about the same 
arrest rate as the general population in that region. 
Former patients who were arrested after hospitaliza- 
tions often had multiple prior arrests. Sosowsky (13), 
in contrast, reported that a group of mainly schizo- 
phrenic patients without prior arrests did show a con- 
siderable excess of subsequent (posthospitalization) vi- 
olent crime arrests. 

Another key consideration is that in the general pop- 
ulation, young males are more likely to be arrested for 
violent crimes (14, 15), so it is necessary to control for 
demographic factors as well as for prior arrest history. 
Rabkin (6) pointed out that age, sociodemographic 
class, and prior arrests have not been well controlled in 
most comparisons of rates of violence in mental pa- 
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tients and in the general population. According to 
Monahan and Steadman (10), with the application of 
appropriate statistical controls (e.g., for age, educa- 
tion, prior arrest records), the relationship between 
crime and mental illness tends to disappear. 

We have previously described (16-18) a group of 
over 300 civilly committed (nonforensic) inpatients, 
known as White House Case subjects, who were 
treated at St. Elizabeths Hospital in Washington, D.C., 
between 1971 and mid-1974. These were typically de- 
lusional schizophrenic patients between 20 and 50 
years of age who came to see the President or some 
other prominent political figure. They were inter- 
viewed by the Secret Service, found to show evidence 
of a severe mental disorder, and taken to St. Elizabeths 
Hospital for evaluation and treatment. These patients 
were all civilly committed, whereas those who made 
threats, had a weapon, or committed a criminal act at 
the White House were arrested and became forensic 
case subjects. Admissions to the hospital after arrests 
for such crimes were not considered White House Case 
admissions (16). 

We have reported that none of the White House 
Case subjects in this group attempted to harm the Pres- 
ident or any other prominent political figure, although 
one of the subjects did kill a Secret Service agent in 
1980. By reviewing nationwide FBI arrest records ob- 
tained by the Secret Service Intelligence Division, we 
discovered which subjects had been arrested, the spe- 
cific criminal charges, and when the arrests occurred. 
According to these records, 31 of the 217 male (and 
only one of the female) former White House Case sub- 
jects had arrests for murder, assault, or robbery during 
a 9- to 12-year period after hospital discharge. The 
subjects who were subsequently arrested for murder or 
assault were more likely than the other subjects to have 
had prior arrests for violent crime, to be male, and to 
have come from outside the Washington, D.C., area 
ea? 

We then determined which demographic and clinical 
factors were associated with posthospitalization ar- 
rests for murder or assault. For the subjects with prior 
arrests for violent crime, violent behaviors (including 
hospital incidents requiring seclusion and a history of 
weapons possession) were significantly associated with 
future arrests for murder or assault. Among the sub- 
jects without any prior arrests, those who made threats 
against a prominent political figure (before or after the 
index admission), came from outside the Washington, 
D.C., area, or had command hallucinations (trend as- 
sociation) were more likely to have a posthospitaliza- 
tion arrest for violent crime. For those subjects with 
exclusively nonviolent prior arrests, only persecutory 
delusions were associated with subsequent arrest for 
violent crime. Consistent with other reports, the de- 
mographic factors, especially prior violence and male 
gender, were far better predictors of subsequent vio- 
lence than the clinical factors (17, 18). 
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METHOD 


To compare the rate of arrests for murder, assault 
(aggravated or other), and robbery in our sample of 
male White House Case subjects with that in the gen- 
eral (nonpatient) population, we first wanted to know 
the expected number of such arrests in the United 
States during that time. The base rate of violent crime 
arrests of adult males 20 to 59 years of age in the 
general population for the years 1973 through 1983 
was calculated for this study by the FBI Uniform Crime 
Reporting Section. The arrest rates for murder, aggra- 
vated assault, other assault, and robbery for men 20 to 
59 years of age during this period were determined. 
(Note that these rates are derived from the U.S. civilian 
adult male population; White House Case subjects and 
other schizophrenic patients would be expected to 
have poorer than average work, socioeconomic, and 
educational backgrounds, and these factors have been 
associated with higher arrest rates.) Since rape arrests 
were extremely rare among the White House Case sub- 
jects (only two arrests during more than 10 years of 
follow-up), rape could not meaningfully be used for 
rate comparisons. 

Nationwide FBI arrest records of the former White 
House Case subjects were obtained by the Secret Ser- 
vice for the period through 1983 to determine which 
subjects had been arrested before or after their index 
White House Case hospitalizations. The sample con- 
sisted of 217 male patients whose medical and arrest 
records were reviewed. Four subjects whose charts 
could not be located were added to this sample, since 
the rate calculations did not depend on clinical rec- 
ords. Those subjects who were over 50 years of age at 
the time of hospital discharge were excluded from the 
sample. 

To determine the violent crime arrest rate for these 
male subjects, we first created two subgroups, those 
with prior arrests (N=96) and those without prior ar- 
rests (N=96). For each group, we divided the number 
of violent crime arrests of male subjects 20 to 59 years 
of age by the number of years at risk (period of time 
each White House Case subject was between 20 and 
59 years of age during the interval from discharge to 
May 1983) and calculated arrest rates per thousand 
subjects per year. (This was determined by dividing the 
number of arrests by the number of subjects and by the 
average years at risk, then multiplying by 1,000.) 

We next obtained a random, stratified sample of 
arrest records for the general population from the FBI 
Identification Division. We were then able to match 
each male White House Case subject who had a prior 
arrest with two control subjects of the same (within 1 
year) age, race, and gender, and we were thereby able 
to compare the arrest rates of the White House Case 
subjects with those for a demographically matched 
sample from the general population with arrest rec- 
ords. For control subjects, we excluded arrest records 
indicating any psychiatric hospitalizations. 

For the control subjects, we selected a date (Jan. 1, 
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VIOLENT CRIME AND WHITE HOUSE CASE SUBJECTS 


TABLE 1. Arrests for 192 White House Case Subjects 20—59 Years Old and Matched Control Subjects, 1973—1983 


Study Subjects With No Study Subjects With Control Subjects With 
Race toe Genes Prior Arrests (N=96) Prior Arrests (N=96) Prior Arrests (N=192) 
Crime Population" Rate* Arrests Rate? Arrests Rate? Arrests 
Murder 0.20 0.96 1 3.94 4 2.46 5 
Aggravated assault 2.45 1.92 Z 9.25 10 6.40 13 
Other assault 4.20 5.76 6 15.75 16 10.83 22 
Robbery 1.07 3.84 4 8.86 9 4.92 10 
Total 7,92 12.48 3 38.40 39 24.61 50 


“Per 1,000 population per year. 


1973) at which about half of the White House Case 
subjects in our sample had been discharged and 
counted the control subjects! arrests before that date as 
prior arrests, with arrests after that date coded as “‘af- 
ter." We excluded control arrest records showing no 
arrests before 1973. We then counted the number of 
control subjects’ arrests from Jan. 1, 1973, to Aug. 1, 
1983, with the 127-month period selected to match the 
average period of follow-up for the male White House 
Case subjects with prior arrests. In this manner, we 
could compare posthospitalization arrest rates for 
male White House Case subjects who had prior arrests 
with the rates for matched control subjects in the gen- 
eral population. We could also count the number of 
prior arrests for violent and nonviolent crimes to per- 
mit covarying for these factors. 


RESULTS 


Table 1 presents data on arrests for murder, assault, 
and robbery for the former White House Case subjects 
with prior arrests (N=96) and without prior arrests 
(N96), matched control subjects (N=192), and the 
general population. Ás the number of arrests for the 
White House Case subjects with prior arrests and the 
matched control subjects were rather low, t tests did 
not demonstrate any statistically significant differ- 
ences. For each of the four violent crime categories, 
however, White House Case subjects with prior arrests 
had a somewhat higher rate of arrests than the 
matched control subjects (table 1). When violent 
crimes were summed, there was a nonsignificant trend 
toward White House Case subjects having a higher 
total violent crime arrest rate than matched control 
subjects (t: 1.52, df=136.5, p=0.13, t test for unequal 
variances, two-tailed). 

In further examining arrest records, we discovered 
that prior violent crime arrests (the most significant 
predictor of subsequent violent crime arrests) differed 
somewhat in patient and control groups. The White 
House Case subjects had a mean+SD of 0.64+1.08 
arrests for murder, assault, and robbery, while the con- 
trol subjects had a mean rate of 0.87:-1.29 (t=1.63, 
df=223, p=0.11, two-tailed test). When we covaried 
for prior violent crime arrests (SAS-General Linear 
Models Procedure), the White House Case subjects did 
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have a significantly higher rate of subsequent total vi- 
olent crime arrests than the matched control subjects 
(F=4.29, df=1, 285, p=0.04). 

We have presented data on the arrest rates for male 
White House Case subjects with and without prior 
arrests and for the general population. Of course, it 
would be useful to know the separate crime rates for 
males in the general population with versus without 
prior arrests, but we have not been able to obtain such 
figures. In general, the violent crime arrest rates among 
White House Case subjects with no prior arrests are 
similar to those for the general population, but the 
number of arrests is far too low for any valid statistical 
comparisons. In addition, as noted previously, the 
White House Case subjects could not be matched with 
the general population for such factors as race, socio- 
economic status, and education. In our sample 32% of 
these subjects were nonwhite, and the average educa- 
tional level was 12 years of school. 


DISCUSSION 


We have found that those male White House Case 
subjects with a history of prior arrest were more likely 
than a general population control sample (matched for 
age, race, and gender and covaried for prior violent 
crime arrests) to be arrested for violent crimes after 
hospital discharge. Our sample of subjects consisted 
mainly of patients with DSM-II chart diagnoses of 
paranoid schizophrenia, and we should emphasize that 
all had a history of acting on their hallucinations and/ 
or delusions in coming to a government office in Wash- 
ington, D.C. Not surprisingly, our subjects with a his- 
tory of prior arrests had a threefold higher rate of 
subsequent arrests for murder, assault, or robbery than 
male White House Case subjects without prior arrests. 
Steadman et al. (12) have also reported more arrests 
among psychiatric patients who had prior arrests. 

Giovannoni and Gurel (3) reported that the postdis- 
charge rate of violent crime by male chronic schizo- 
phrenic patients in Veterans Administration hospitals 
was higher (and the property crime rate lower) than 
that in the general population. They found higher than 
expected rates of arrest for aggravated assault and rob- 
bery but very few rapes—the same pattern seen in our 
data. However, since they compared arrest rates for 
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their (male) patients with the rates for the general 
(male and female) population without controlling for 
prior arrests, these results are difficult to interpret. 

Psychiatric patients in general are probably no more 
likely than a segment of the general population 
(matched for demographics and prior violent crime ar- 
rests) to commit violent crimes. It would appear, how- 
ever, that some relatively small subgroups of mental 
patients may well be more dangerous (and other sub- 
groups less dangerous) than the general population. 
Situational factors (e.g., access to weapons, treatment 
discontinuation, alcohol abuse, and specific stressful 
events) that a patient may or may not encounter after 
discharge probably have some effect on outcome, as 
suggested by Monahan (14). We should note, how- 
ever, that Klassen and O’Connor (19) have recently 
reported life events to be more strongly associated with 
subsequent violence for nonschizophrenic patients 
than for the schizophrenic patients in their study. 

In any case, the longer one follows a group of sub- 
jects at risk for violent behavior, the greater the chance 
that some situational and/or illness-related factor will 
trigger violent behavior. Many patients in this study 
did not become violent until several years after hospi- 
tal discharge; the median length of time between dis- 
charge and the first subsequent violent crime arrest 
was about 4 years. Repeated episodes of psychotic de- 
lusions could conceivably lead to violent behavior 
many years after an index hospitalization, but we did 
not have information about the crimes to assess their 
relationship to the patients’ psychiatric symptoms. 

Several factors limiting the potential generalizability 
of these results should also be emphasized. For in- 
stance, we were able to match for age, race, gender, 
and arrest history, but we could not match for socio- 
economic status, marital status, or educational levels— 
all of which have been associated with arrest rates. It is 
likely that the White House Case subjects were of rel- 
atively low socioeconomic level, and we know that 
most were single or separated/divorced (16). We do 
not have comparable demographic data for subjects 
with arrest records from the general population; how- 
ever, the control group averaged almost five prior ar- 
rests per subject and thus seems unlikely to have had 
particularly stable marital status or high socioeco- 
nomic level. 

It is also important to consider how White House 
Case subjects are similar to and how they are different 
from the "average" schizophrenic or paranoid schizo- 
phrenic patient. Many schizophrenic patients act on 
their hallucinations or delusions to some degree—in- 
deed, this is often a reason for civil commitment—but 
the intensity of delusional beliefs leading to long-dis- 
tance travel to the national capital area could certainly 
be considered unusual. The relative absence of grossly 
disorganized behavior (permitting successful travel) is 
consistent with paranoid schizophrenia, which was the 
DSM-1I chart diagnosis for most of these subjects. We 
do not know whether patients psychotically preoccu- 
pied with a prominent political figure are more or less 
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dangerous than those whose delusions or hallucina- 
tions focus on religious, societal, or other figures (e.g., 
family, friends, co-workers). In addition, while the 
White House Case subjects were all committed invol- 
untarily, we should emphasize that those who actually 
threatened a prominent political figure immediately 
before index hospitalization were specifically ex- 
cluded. While some subjects did threaten a prominent 
political figure before or after their index admission, 
most of them did not, and this sample should not be 
misconstrued as a group of paranoid schizophrenic pa- 
tients who threatened a prominent political figure. 

In conclusion, we believe that a small subgroup of 
patients with major mental disorders may be at rela- 
tively greater risk for future violence. Evidence from 
the White House Case studies suggests that male 
schizophrenic patients with prior arrests, especially for 
violent crimes, and a history of acting on the basis of 
hallucinations or delusions may constitute such a 
group. Clearly, additional studies of potential high- 
risk patient groups are needed to compare rates of 
violent behaviors and focus on predictors of violence. 

Of course, the vast majority of violent crime in the 
United States is not attributable to those with major 
mental disorders. As Steadman et al. (12) have previ- 
ously reported, criminals released from prison are far 
more likely to be arrested for subsequent violent 
crimes than are psychiatric patients released from hos- 
pitals. Even though gang- and drug-related violence is 
much more common, we expect that the media will 
continue to focus considerable attention on violence by 
psychotic patients. Such a focus can stigmatize all men- 
tal patients, when only a small minority may be more 
dangerous than the general public. 


REFERENCES 


1. Sosowsky L: Crime and violence among mental patients recon- 
sidered in view of the new legal relationship between the state 
and the mentally ill. Am J Psychiatry 1978; 135:33—42 

2. Rappeport JR, Lassen G: Dangerousness—arrest rate compari- 
sons of discharged patients and the general population. Am J 
Psychiatry 1965; 121:776—783 

3. Giovannoni JM, Gurel L: Socially disruptive behavior of ex- 
mental patients. Arch Gen Psychiatry 1967; 17:146-153 

4. Cocozza JJ, Steadman HJ: The failure of psychiatric predictions 
of dangerousness: clear and convincing evidence. Rutgers Law 
Rev 1976; 29:1048—1101 

5. Grunberg F, Klinger BI, Grumet B: Homicide and deinstitution- 
alization of the mentally ill. Am J Psychiatry 1977; 134:685— 
687 

6. Rabkin JG: Criminal behavior of discharged mental patients: a 
critical appraisal of the research. Psychol Bull 1979; 86:1—27 

7. Zitrin A, Hardesty AS, Burdock EI, et al: Crime and violence 
among mental patients. Am J Psychiatry 1976; 133:142—149 

8. Teplin LA: The criminality of the mentally ill: a dangerous 
misconception. Am J Psychiatry 1985; 142:593~599 

9. Brill H, Malzberg B: Statistical report on the arrest record of 
male ex-patients released from New York State mental hospitals 
during the period 1946—8, in Criminal Acts of Ex-Mental Hos- 
pital Patients (supplement 153). Washington, DC, American 
Psychiatric Association Mental Hospital Service, 1962 

10. Monahan J, Steadman HJ: Crime and mental illness: an epide- 
miological approach, in Crime and Justice: An Annual Review 
of Research, vol 4. Edited by Tonry M, Morris N. Chicago, 


749 


The Factor Structure of Self-Report DSM-III Axis II 
Symptoms and Their Relationship to Clinicians’ Ratings 


Steven E. Hyler, M.D., Michael Lyons, Ph.D., Ronald O. Rieder, M.D., 
Leslie Young, M.A., Janet B.W. Williams, D.S.W., and Robert L. Spitzer, M.D. 


A factor analysis of the entire item set of the DSM- 
Ill criteria was conducted to determine the extent to 
which the factors that emerged corresponded to the 11 
personality disorders and three clusters included in 
DSM-III. Data were obtained from 552 patients who 
completed a self-report personality questionnaire and 
from 287 psychiatrists who rated their patients. Eleven 
questionnaire factors emerged that had eigenvalues 
greater than one, and at least three items emerged with 
factor loadings greater than 0.40. A correlational and 
multiple regression analysis of the questionnaire fac- 
tors and clinicians’ ratings showed few strong relation- 
ships between the factors and the 11 personality dis- 
orders but good correspondence with the three 
clusters. 

(Am J Psychiatry 1990; 147:751—757) 


n DSM-III (and DSM-III-R) the personality disor- 

ders were split off into a separate axis from other 
mental disorders and divided into three clusters and 11 
specific personality disorders. This approach was the 
result of a consensus of clinicians and researchers, 
serving on an advisory committee assisting the DSM- 
III task force (1), who believed that the disorders cor- 
responded to important patterns seen in clinical prac- 
tice and that the clusters seemed to have face validity 
(2). The validity of this approach remains controver- 
sial, however, with several researchers suggesting that 
alternative approaches using dimensional scales might 
provide more precise descriptions of personality (3—5). 

One of the techniques that may be used to determine 
whether or not the DSM-III (or DSM-III-R) approach 
is valid, in that it describes patterns of personality 
traits actually seen in patients, is the technique of fac- 


Received July 10, 1989; accepted Nov. 22, 1989. From the New 
York State Psychiatric Institute and the Department of Psychiatry, 
Columbia University, New York; and Boston University, Boston. 
Address reprint requests to Dr. Hyler, New York State Psychiatric 
Institute, 722 West 168th St., New York, NY 10032. 

Supported in part by NIMH grant MH-38427 and by Clinical 
Research Center grant MH-30906. 

The authors thank Dr. Patrick Shrout for his review of the statis- 
tical analysis. 

Copyright € 1990 American Psychiatric Association. 


Am J Psychiatry 147:6, June 1990 


tor analysis. In this paper we report what we believe is 
the first attempt to factor analyze the entire item set of 
the DSM-III personality disorders in a patient group. 
The data were obtained from a field test of a self-report 
questionnaire, the Personality Diagnostic Question- 
naire (6), and from psychiatrists who rated their pa- 
tients’ axis II pathology (7). 

Livesley and Jackson (8) performed a factor analysis 
of the DSM-III personality disorders, using a self-re- 
port questionnaire. However, they used behavioral 
items rather than the actual DSM-III criteria, and their 
sample was a group of undergraduate volunteers 
rather than patients. There are two factor analytic 
studies of the Millon Clinical Multiaxial Inventory (9— 
11). However, the item set of the original Millon in- 
ventory was developed in 1969, and its relationship to 
the DSM-III criteria has never been empirically deter- 
mined. Thus, it is unclear to what extent the Millon 
Inventory measures DSM-III personality disorders (12, 
13). 

The purpose of this study was to determine the ex- 
tent to which the factors that emerge from patients' 
self-report data correspond to the DSM-III personal- 
ity disorders and clusters and to clinicians’ axis H 
diagnoses. 


METHOD 


Subjects 


The Personality Diagnostic Questionnaire was com- 
pleted by 552 patients. For 287 of these patients the 
treating psychiatrist reported that the patient had suf- 
ficient personality pathology to meet the diagnostic cri- 
teria for at least one personality disorder; 265 patients 
were reported to have no significant personality dis- 
turbance. The median age of the patients was 36 years 
(range= 14-77), 315 (57%) were women, 519 (94%) 
were white, 513 (93%) had at least a high school di- 
ploma, 513 (93%) were outpatients, and 442 (80%) 
were being seen at least weekly by their psychiatrists. 
In addition to the axis II diagnoses, 386 (70%) had 
concomitant axis I diagnoses. 
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FACTOR ANALYSIS OF DSM-III CRITERIA 


TABLE 1. Factor Loadings of Personality Diagnostic Questionnalre Items and the DSM-1II Criteria* From Which They Derive 


Factor 1P Factor p^ Factor ru? 
Loading Criterion Loading Criterion Loading Criterion 
0.75 ST A8 0.78 AS B 0.70 BD Al 
0.72 NCD 0.77 AS B , 0.67 BD A1 
0.71 AVA 0.75 AS B 0.65 BD Al 
0.70 AVA 0.75 ASB 0.60 BD Al 
0.69 DPC 0.73 ASB 0.55 BD Al 
0.61 PN B1 0.72 AS B 0.53 BD Al 
0.60 DPC 0.71 AS B 0.49 AS C3 
0.55 ST A8 0.69 AS B 0.43 BD Al 
0.55 HS A4 0.63 AS B 0.41 HS B5 
0.54 DP B 0.63 AS B 
0.53 AVE 0.63 AS B 
0.52. NCD 0.53 AS B 
0.51 DPA 0.48 AS B 

0.49 BD A4 
0.49 AV D 
0.48 AVD 
0.48 PN B2 
0.48 PA A 
0.48 AVD 
0.47 CP 2 
0.47 BD AS 
0.46 PN B4 
0.45 ST A2 
0.45 DP B 
0.44 PN A2 
0.43 DPA 
0.42 BD A8 
0.41 CP 2 
0.40 PN A7 


Factor IV? Factor V? Factor VI? 
Loading Criterion Loading Criterion Loading Criterion 
0.65 PN C4 0.52 CP 3 0.62 ST À4 
0.62 ST A3 0.48 PN B3 0.55 BD A4 
0.61 SDC 0.47 HS A5 0.52 ST A4 
0.59 SDC 0.45 PN A3 0.50 ST A4 
0.49 AVC 0.41 PN A7 0.49 ST A4 
0.42 AVC 0.41 PN Al 0.41 ST A4 
0.41 CP 1 0.41 NCD 

0.40 SDC 


*Sl-schizotypal personality disorder, NC-narcissistic, AV=avoidant, DP=dependent, PN=paranoid, HS=histrionic, BD borderline, 
PA=passive-aggressive, CP=compulsive, AS=antisocial, and SD=schizoid. See appendix 1 for explanation of individual criteria for the 
personality disorders; for example, for the first item under factor I, ST A8- social anxiety. 

>The Kuder-Richardson reliability coefficients for factors I-XI were, respectively, 0.92, 0.91, 0.83, 0.77, 0.75, 0.71, 0.76, 0.67, 0.77, 0.65, 


and 0.61. 


Procedure 


The Personality Diagnostic Questionnaire is a 163- 

item, true/false questionnaire that takes approximately 
20 to 40 minutes to complete. The questionnaire items 
are specifically keyed to the DSM-III criteria for the 11 
personality disorders. Of the 163 items, 137 relate di- 
rectly to the 11 personality disorders; the remainder 
consist of response bias scales. For further details 
about the development of the questionnaire and the 
preliminary results of its application, see Hyler et al. 
(7). 
.. Completed Personality Diagnostic Questionnaires 
, were obtained from patients in treatment with 287 
psychiatrists from across the United States. Participat- 
ing psychiatrists were initially selected from the 1981 
Biographical Directory of the American Psychiatric As- 
sociation. Four thousand psychiatrists were contacted 
by mail; they were selected on the basis of directory 
entries indicating either a specific interest in personal- 
ity disorders or that the psychiatrist saw a significant 
number of patients with personality disorders. Usable 
responses were obtained from a small proportion of 
those contacted (796). 

The clinicians rated each patient who completed the 
questionnaire on the 11 DSM-III personality disor- 
ders, using a 4-point scale (0—no traits, 1—mild traits, 
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2=moderate traits, and 3=meets DSM-III criteria). In 
addition, the clinicians rated each patient on a 7-point 
Global Assessment of Personality scale (7, p. 231). 

While the diagnoses provided by the psychiatrists 
are not rigorously controlled research diagnoses, they 
do have the advantage of being based on extensive 
knowledge of the patients. On the average, patients 
had been in treatment for approximately 1 year with 
the psychiatrist supplying the diagnoses. To increase 
accuracy and uniformity in the assignment of diag- 
noses, each participating psychiatrist received a sum- 
mary of the essential features for each of the 11 per- 
sonality disorders. 


Statistical Analysis 


Data from the personality questionnaire were sub- 
mitted to a factor analysis. The 137 items from the 11 
personality disorders were included. A principal com- 
ponents extraction was used, with ones on the diago- 
nal as communality estimates. The resulting factors 
were rotated by using the Varimax procedure to yield 
orthogonal factors. Factors were retained that had an 
eigenvalue greater than one and at least three items 
with factor loadings of greater than 0.40. To assess the 
homogeneity of the items that loaded on each factor, 
internal consistency reliabilities were calculated by 
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Factor VII? Factor VIII? Factor IXP Factor XP Factor XI? 
Loading Criterion Loading Criterion Loading Criterion Loading Criterion Loading Criterion 
0.63 HS B4 0.62 BD A2 0.64 PA B2 0.60 PN C1 0.59 ST Al 
0.61 DPB . 0.59 NC E2 0.57 PA B1 0.58 SDA 0.58 ST Al 
0.53 DPA 0.55 NC E2 0.55 PA BS 0.47 NC E4 0.46 ST A2 

0.44 HS B2 0.46 CP 5 0.42 HS B2 0.45 ST Al 
0.41 AS C8 0.41 CP 5 0.40 ST A4 


using the Kuder-Richardson Formula 20. The Kuder- 
Richardson Formula 20 reliability is used for dichoto- 
mous data such as the true/false format of the person- 
ality questionnaire and is analogous to coefficient 
alpha. 

To further elucidate the interpretation of the factors 
that were identified, we undertook to determine the 
relationship of the questionnaire factors to the clini- 
cians' ratings of personality disorder. The relationship 
of the identified factors from the questionnaire to the 
clinicians’ ratings with the 4-point scale was evaluated 
by using Pearson product-moment correlations. Each 
subject received a score on each questionnaire factor 
by summing the individual's score (1 or 0) on the items 
that load on the factor. Each item that had a factor 
loading of 0.40 or higher was given a weight of one in 
calculating the factor score. A multiple regression anal- 
ysis was next carried out to identify important rela- 
tionships between individual factors and clinicians' 
ratings, while controlling for the effects of the other 
factors. The clinicians' ratings for each disorder were 
regressed on the 11 factors in separate multiple regres- 
sion analyses for each disorder, resulting in 11 separate 
analyses in addition to a 12th regression of the Global 
Assessment of Personality scale on the 11 factors. In 
these analyses, the clinician's rating for a given person- 
ality disorder was the dependent variable and the 
scores on the 11 factors were the predictor variables. 
The regression program from SPSSX (14) was used 
with stepwise variable selection. 

Throughout our results we present statistical signif- 
icance levels without correcting for the fact that many 
tests were conducted, We present these test results to 
highlight prominent relationships, not to imply that 
type I error was rigorously controlled. While we be- 
lieve that systematic patterns of results are likely to 
be stable, we present the results as descriptive and 
exploratory. 


RESOLTS 


Eleven factors were retained in the factor analysis. 
Ninety-four items from the 137 had a loading of 0.40 
or greater (see table 1). The 11 factors accounted for 
39% of the variance. The first factor accounted for 
15% of the variance, and the 11th factor accounted for 
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1.8%. Table 1 contains the factor loadings of the items 
that had a loading of 0.40 or higher on each factor, 
together with the DSM-III criterion for which the item 
was included. For example, the first factor loading in 
column one (0.75) is followed by “ST A8,” indicating 
that the item was written to assess subsection 8 of 
schizotypal criterion A in DSM-III. A summary of the 
DSM-III criteria for the 11 personality disorders ap- 
pears in appendix 1. Some criteria are assessed by 
more than one personality questionnaire item; there- 
fore, more than one factor loading may appear for the 
same criterion; for example, in factor I 0.75 and 0.55 
are indicated for ST A8, and 0.71 and 0.70 are indi- 
cated for AV A. 


Identification of Factors 


The first factor consists of 29 items that had factor 
loadings greater than 0.40. Items from nine of the 11 
DSM-III personality disorders are represented on fac- 
tor I. It is difficult to characterize this factor simply. 
The items seem to reflect social dysphoria. A number 
of items indicate hypersensitivity to criticism and re- 
jection, social anxiety, and low self-esteem. The Kuder- 
Richardson reliability coefficient for factor I (see table 
1) was 0.92, indicating that while the item contents 
may appear diverse, they are highly intercorrelated. 

Factor Il consists entirely of items from a single cri- 
terion of antisocial personality disorder: delinquent 
behavior before age 15. It is one of only two factors 
(the other being factor XI) that include items from 
just one DSM-III personality disorder and is the only 
factor that includes items from only one DSM-III 
criterion. 

Seven of the 9 items that load on factor III are from 
a single criterion from borderline personality disorder. 
There are also items from antisocial and histrionic per- 
sonality disorder. This factor seems to reflect a ten- 
dency toward impulsive and dangerous (to self and 
others) behavior. 

The items that load on factor IV reflect an individual 
who lacks feelings, is socially isolated, and has few 
friends. Items that load on this factor derive from cri- 
teria for schizoid, schizotypal, avoidant, paranoid, and 
compulsive personality disorders. 

Factor V consists of items that suggest a need to 
control and a readiness to counterattack to perceived 
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TABLE 2. Pearson Product-Moment Correlation Coefficients for Clinlcians' DSM-I Personality Disorder Ratings on 11 Factors From the 


Personality Diagnostic Questionnaire 
Factor Factor Factor Factor 
DSM-III Category It IP Im 
Cluster 1 
Paranoid 0.18” 0.13€ 0.16 . 04^ 
Schizoid 0.18 0.05 0.00 0.44” 
Schizotypal 0.255 019° 015° 04^ 
Cluster 2 
Histrionic 0.17* 0.166 0.265  —0.06 
Narcissistic 0.13* 021 ^ 0.245 0.03 
Antisocial 0.05 0.465 036° 0.124 
Borderline 0.35* 0.25? 0.445 023 
Cluster 3 
Avoidant 0.32?  —0.09 0.00 0.409 
Dependent 0.22?  —0.01 0.09 0.13* 
Compulsive 0.0 . —0.18P  —0.16^ 0.04 
Passive-aggressive 0.124 0.115 — 0.133 — 023^ 


Factor 


0.28^ 
0.11* 


0.17? 
0.26^ 
0.205 
0.30? 


Factor Factor Factor Factor Factor Factor 
VIII? Ix" x xm 
0.17* 0.07 0.13* 0.08 0.16* 0.09 
0.08 0.19P | 0.05 0.104 — 0.147 0.205 0.01 
0.36 0.185 014. 0225 0416 0.14° 
0.16° 0.245 0.15° 0.05 — —0.01 0.112 
0.18P . 0.10 0.29) | 04304 0416 0.194 
0.177 0.00 0.29 0.12% 0.18% 0.09 
0.40 . 027 024^ 0.27% O10? 0.15* 
0.03 0.09 0.157 0.03 O27" 020° 3011? 
—0.02. 0.07 0.231P  —0.02 0.18P  —0.01 0.05 
0.00  —0.13* -0.01  -0.01  -0.05 0.122 —0.10 
0.112 0.10 0.06 0.122 0.16* 0.185 —0.02 


*The Global Assessment of Personality scale score coefficients for factors I-XI were, respectively, 0.49, 0.26, 0.40, 0.34, 0.37, 0.33, 0.33, 0.27, 


0.35, 0.20, and 0.17 (all significant at p<0.001). 
5p«0.001. 
“p<0.01. 
d5<0.05. 


threats, together with the presence of outbursts and 
tantrums. These are derived from criteria from para- 
noid, compulsive, histrionic, and narcissistic personal- 
ity disorders. 

Factor VI consists primarily of items from schizo- 
typal personality disorder criterion A4, which indi- 
cates recurrent illusions, derealization, and deperson- 
alization, together with the criterion of identity 
disturbance from borderline personality disorder. 

Factor VII includes two items from criteria for de- 
pendent personality disorder and one from a criterion 
for histrionic personality; both of these criteria reflect 
dependence on others. 

Criteria from four personality disorders—narcissis- 
tic, borderline, histrionic, and antisocial—contribute 
items that load on factor VIII. These items indicate 
that the respondent has unstable relationships in which 
he or she exploits others, craves attention, and lies. 

Factor IX includes items that indicate passive-ag- 
gressive behavior characterized by a pattern of indirect 
resistance to the demands of others through procras- 
tinating, dawdling, and "forgetting," together with in- 
decisiveness from compulsive personality disorder. 

Factor X includes one item from each of four criteria 
for paranoid, schizoid, narcissistic, and histrionic per- 
sonality disorders. Each item addresses how the re- 
spondent believes other people perceive him or her. 
Endorsing these items indicates that the respondent 
believes he or she is seen as cold, lacking in empathy, 
egocentric, or aloof. 

Factor XI contains items from criteria for only 
schizotypal personality disorder, which indicates mag- 
ical thinking and ideas of reference, together with re- 
current illusions. 

In summary, the descriptions of the 11 factors of the 
Personality Diagnostic Questionnaire are as follows: 
factor I: social dysphoria, factor II: juvenile delin- 


754 


quency, factor HI: impulsive/dangerous, factor IV: 
lacks feelings/isolated, factor V: controlling/paranoid, 
factor VI: illusions/identity disturbance, factor VII: de- 
pendent, factor VIII: unstable relations/exploitive, fac- 
tor IX: passive-aggressive, factor X: cold/aloof, and 
factor XI: magical thinking/illusions. 


Relationship of Factors With DSM-III Personality 
Disorders 


Table 2 presents a comparison of clinicians’ DSM- 
III personality diagnoses with the factor ratings from 
the Personality Diagnostic Questionnaire. For exam- 
ple, clinicians’ ratings of borderline personality disor- 
der correlated positively and significantly with every 
questionnaire factor. At the other extreme are ratings 
of compulsive personality disorder, which had a sig- 
nificant positive correlation only with questionnaire 
factor X. (Compulsive personality disorder did, how- 
ever, have significant negative correlations with three 
questionnaire factors.) Factor I correlated significantly 
with nine of the 11 DSM-III personality disorders, the 
exceptions being antisocial and compulsive. Each of 
the questionnaire factors was found to correlate with 
the clinician-rated Global Assessment of Personality 
scale; the strongest correlates were for factors I (0.49) 
and III (0.40). 


Regression Analysis 


Table 3 presents the results of the regression analysis 
that was carried out to identify important relationships 
between individual factors and clinicians’ ratings while 
controlling for the effects of the other factors. An ex- 
ample of how the regression analysis differed from the 
correlation coefficients can be seen in a comparison 
using factor I. In the correlation analyses, factor J was 
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TABLE 3. Significant Coefficients From Regression Analysis of Clinicians’ DSM-III Personality Disorder Ratings on 11 Factors From the 


Personality Diagnostic Questionnaire 


Factor Factor Factor Factor Factor 

DSM-III Category I Il nr IV? V 
Cluster 1 

Paranoid 0.21 

Schizoid 0.47? 

Schizotypal 0.23? 
Cluster 2 

Histrionic 0.25 

Narcissistic ! 0.174 

Antisocial 0.36° 

Borderline 0.335 0.174 
Cluster 3 

Avoidant 0.235  —0.154 0.27 0.22" 

Dependent 0.23° 0.169 ~0.22° 

Compulsive —0.152 

Passive-aggressive 0.22P 


0.21 


Factor Factor Factor Factor Factor Factor 
VI Vil VIII IX X XI R2?* 


0.33 
0.47 
0.24 0.37 


0.12€  —0.193 0.38 
0.31 0.40 
0.205 0.47 
0.11* 0.51 


0.225 


0:12 


0.15¢ 0.174 —0.12* 0.53 

0.14¢ 0.36 
0.25" 0.31 

0.134 0.30 


—0.184 


The Global Assessment of Personality scale score coefficients for factors I, III, and IV and for R? were, respectively, 0.33 (p<0.001), 0.25 


(p<0.001), 0.18 (p<0.01), and 0.57 (p<0.001). 
5p«0.001. 

“p<0.05. 

dp«0.01. 


significantly correlated with nine of the 11 disorders; 
the highest correlation was with borderline personal- 
ity. In the regression analyses factor I had significant 
coefficients only with avoidant and dependent person- 
alities. Similarly, the relationships between the clini- 
cians’ DSM-III ratings and the other questionnaire 
factors were all clarified, i.e., factor II correlated pos- 
itively only with antisocial personality and negatively 
with avoidant and compulsive personalities. 

By examining the rows of significant standardized 
regression coefficients, one can determine which fac- 
tors from the questionnaire can significantly predict 
clinicians! ratings of personality disorders. For exam- 
ple, high clinician ratings for histrionic personality dis- 
order were predicted by high scores on questionnaire 
factors III and VII and low scores on factor IX. 


Relationship of Factors With DSM-III Clusters 


Seven of the 11 factors correlated positively with 
only one of the DSM-III clusters (table 3), and one 
(factor XI) correlated negatively with only one cluster. 
For example, factor III correlated only with histrionic, 
narcissistic, and borderline personality disorders, all 
from cluster 2 of the DSM-III personality disorders. 
There were a few exceptions: factor VI correlated with 
schizotypal and borderline personality; factor VII with 
histrionic, borderline, and dependent personalities; 
and factor IV with disorders from all three personality 
clusters. 


DISCUSSION 
The results of this factor analytic study show that a 


broad number of criteria used to diagnose different 
personality disorders are, to a great extent, assessing 
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the same thing. In many cases a single factor was com- 
posed of items from criteria for a number of different 
personality disorders. It is also of interest that a num- 
ber of criteria, such as those for adult antisocial be- 
havior (AS C1, C2, C4, C5, C6, C7, and C9), did not 
appear on any of the factors. This does not indicate ` 
that they have nothing to contribute to understanding 
personality disorder but might, instead, reflect the 
composition of the sample, which contained very few 
patients diagnosed by clinicians as having antisocial 
personality disorder. 

Since this study was carried out, DSM-III has been 
superseded by DSM-III-R (which will shortly succumb 
to DSM-IV), so the results obtained in this study may 
not be directly comparable to results obtained from 
similarly conceived future studies using item sets from 
DSM-III-R or DSM-IV. Morey (15) presented a study 
of the differences between DSM-III and DSM-III-R 
personality disorders and found that the DSM-III-R 
criteria showed more coverage, accompanied by more 
overlap among personality disorders, than in DSM-III. 


Comparison of the Questionnaire Factors to the 
DSM-III Personality Disorders 


In comparing the 11 factors that emerged from this 
study to the 11 DSM-III personality disorders, it is 
apparent that there is no direct correspondence. Factor 
II (juvenile delinquency), factor VI (dependence), and 
factor IX (passive-aggressive) appear (see table 1) to 
most closely resemble the corresponding DSM-III per- 
sonality disorders. However, when these factors are 
correlated against clinicians’ ratings of DSM-III per- 
sonality disorders, it is apparent that the majority of 
the factors have strong positive correlations with sev- 
eral specific D$M-III personality disorders. For exam- 
ple, factor VII (dependence) correlates as well or better 
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for clinician-diagnosed histrionic and borderline per- 
sonality as for dependent personality. Similarly, if one 
starts with clinician-diagnosed borderline personality 
disorder there are positive correlations not only for the 
factors most expected, i.e., factor IH (impulsive/dan- 
gerous) and VI (illusion/identity disturbance), but also, 
to a lesser extent, with all the remaining factors. One 
can interpret this as indicating that clinicians use the 
DSM-IH diagnosis of borderline personality to de- 
scribe a very heterogeneous group of individuals with 
personality pathology. 

Inspection of the regression coefficients (table 3) in- 
dicates that only one factor (XI) has a significant re- 
gression coefficient for a single personality disorder (in 
this instance it is a negative coefficient relating high 
scores on the “‘magical thinking" factor with low cli- 
nicians' ratings for avoidant personality). This sup- 
ports the assertion that there is considerable overlap of 
factors among the various disorders. On the other 
hand, no two DSM-III personality disorders have sim- 
ilar patterns of significant coefficients. Although this is 
not a direct test of the differences among the disorders, 
it suggests that none of the 11 DSM-III disorders is 
redundant; each seems to comprise a unique combina- 
tion of dimensions. 


Comparison of the Questionnaire Factors to the 
DSM-III Clusters 


In a comparison of the 11 factors that emerged from 
this study to the three DSM-III clusters, a better argu- 
ment could be made for the validity of the clusters than 
for the 11 disorders. From table 3, fully eight of 11 
factors correlated only with one of the DSM-III clus- 
ters. An exception was factor VI (illusions/identity dis- 
turbance), which correlated with both schizotypal and 
borderline personality disorders; this will come as no 
surprise for most clinicians familiar with overlap be- 
tween the two disorders. It is even less of a surprise 
that factor VII (dependence) correlated with histrionic, 
borderline, and dependent personality disorders. Thus, 
the results of this study lend additional support to pre- 
vious studies addressing the validity of the DSM-III 
and DSM-III-R approaches of grouping the personal- 
ity disorders into three clusters (16, 17). 


Comparison to Results From Livesley and Jackson’s 
Study 


In Livesley and Jackson’s factor analytic study of 
behavioral criteria from the DSM-III item set col- 
lected in 115 undergraduate volunteers (8), 13 factors 
emerged. Comparing their findings with the factors 
that emerged from the present study, we find fairly 
direct correspondence for eight of the personality ques- 
tionnaire factors (I, IV, V, VI, VIII, IX, X, and XI) with 
one or more of 10 of Livesley and Jackson's factors. 
For example, factor XI (magical thinking) has a direct 
correspondent in Livesley and Jackson's factor 4 (mag- 
ical thinking). Questionnaire factor V (controlling/ 
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paranoid) seems to correspond to Livesley and Jack- 
son's factor 11 (rigid/obstinate). For the questionnaire 
factors II, III, and VI there do not seem to be any 
equivalent factors emerging from Livesley and Jack- 
son's study. This seems due to the fact that they used a 
sample of nonpatients, who may not display promi- 
nent traits of juvenile delinquency, impulsive/danger- 
ous behavior, or illusions/identity disturbance. Simi- 
larly, their factors 10 (interpersonal openness) and 8 
(conformity to norms) have no directly corresponding 
questionnaire factors unless one considers rating them 
in the negative. 


CONCLUSIONS 


There is no consensus about what constitutes the 
universe of relevant variables for studying personality 
disorders. The present study constituted its sample of 
variables by including items for all the DSM-III crite- 
ria for personality disorders administered in a self-re- 
port format. The DSM-III criteria may represent the 
closest thing to a consensus about which personality 
traits are relevant to characterizing and diagnosing 
personality disorders. The factors that were identified 
in this study represent the interrelationships among the 
criteria for all the DSM-III personality disorders. 

If clinical and empirical methods tended to corre- 
spond, we might have reported that the 11 factors that 
emerged from this study corresponded directly to the 
11 DSM-III personality disorder categories. However, 
we found that although there are similarities between 
the questionnaire factors and the specific DSM-III per- 
sonality disorders, there seems to be considerable over- 
lap in the diagnostic criteria. This may confound re- 
searchers who attempt to identify homogeneous groups 
of patients with a single personality disorder whom 
they wish to distinguish from a group with a different 
personality disorder with respect to familial patterns, 
treatment outcome, or comorbidity with axis I diag- 
noses. In defining useful categories that can be distin- 
guished from one another, it seems that dividing the 
personality disorder universe into three DSM-III clus- 
ters may be the best that can be expected when using 
the item set of DSM-III or DSM-III-R diagnoses. Al- 
ternatively, a dimensional system for the assessment of 
personality disorders could be considered. For most 
clinical and research applications a dimensional system 
would probably work best as an adjunct to a simplified 
categorical system that used, perhaps, only the three 
DSM-III clusters. 
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APPENDIX 1. Summary of DSM-III Criteria for Personality Disorder 


PARANOID À5 Questions loyalties 
A1 Suspiciousness A6 Biased 

A2 Hypervigilance A7 Hidden motives 
A3 Guardedness A8 Jealousy 

A4 Blame avoidance B1 Easily slighted 
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B2 
B3 
B4 
C1 
Q 
C3 
C4 
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Exaggerates 
Counterattacks 
Cannot relax 
Cold 
Unemotional 
Lacks humor 
Lacks feelings 


SCHIZOID 


A 
B 
C 


Cold/aloof 
Indifference 
Few friends 


Magical thinking 
Ideas of reference 
Social isolation 
Illusions 

Odd speech 
Cold/aloof 
Suspiciousness 
Social anxiety 


HISTRIONIC 


A1 
A2 
A3 
A4 
AS 
B1 
B2 
B3 
B4 
BS 


Dramatic 

Attention seeking 
Craves excitement 
Overreacts 
Outbursts/tantrums 
Shallowness 


Egocentric 
Vain 


Dependent 
Suicidal threats 


NARCISSISTIC 


pEppOnS> 


Grandiosity 

Fantasies 

Exhibitionism 

Cannot tolerate criticism 
Entitlement 

Exploitative 
Idealization/devaluation 
Lacks empathy 


ANTISOCIAL 


B 
C1 


Conduct disorder in child- 
hood: delinquency, fights, etc. 
Poor employment 


C2 Neglects children 
C3 Criminal behavior 
C4 Promiscuity 
Aggressiveness 

Fails financial obligations 
Impulsivity 
Lying/conning 

C9 Recklessness 


A1 Impulsivity 

A2 Unstable relationships 
A3 Constant anger 

A4 [Identity disturbance 
AS Affective instability 
A6 Intolerance of being 
alone 

Self-destructive acts 
A8 Emptiness/boredom 


AVOIDANT 

A _ Rejection sensitive 
B | Needs acceptance 
C Social withdrawal 
D Desires acceptance 
E Low self-esteem 


DEPENDENT 

À Dependency 

B  Subordinates needs 
C Lacks self-confidence 


COMPULSIVE 

1 Restricted affect 

2  Perfectionism 

3 Controlling 

4 Excess devotion to work 
5  Indecisiveness 
PASSIVE-AGGRESSIVE 

A Resists demands 


B] Procrastination 

B2 Dawdling 

B3 Stubbornness 

B4 Intentional inefficiency 

B5 “Forgetfulness” 

C  Social/occupational, in- 
effectiveness 

D Lacks assertiveness 
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Religious Belief, Depression, and Ambulation Status 
in Elderly Women With Broken Hips 


Peter Pressman, M.A., John S. Lyons, Ph.D., David B. Larson, M.D., M.S.P.H., 
and James J. Strain, M.D. 


The authors studied the relationship between reli- 
gious belief and psychiatric and medical status in 30 
elderly women recovering from the surgical repair of 
broken hips. Religious belief was associated with 
lower levels of depressive symptoms and better ambu- 
lation status. 

(Am J Psychiatry 1990; 147:758—760) 


he topic of religious belief appears to be gaining 

recognition as a focus for research in psychiatry. 
Bergin (1), Larson et al. (2), and Kroll and Sheehan (3) 
have observed the relative neglect of the psychiatric 
study of religion and called for inclusion of measures 
of religious and spiritual variables in the study of men- 
tal health. 

There is evidence that religious belief is related to 
health and well-being, particularly among older adults 
(4). Sherrill and Larson (5) found an association be- 
tween religious belief and coping among burn patients 
and emphasized the importance of aaa aniline the 
relationship between patients’ religious commitment 
and their ability to recover from the stress of traumatic 
injury. Gutmann (6) described the role of spiritual sys- 
tems cross-culturally in helping older adults renew 
themselves “despite the attritions, insults, and stigmata 
of aging” (p. 227). Cassem (7) has asserted that religious 
commitment appears to offer stability and strength to 
medical patients. And Peterson and Roy (8) have in- 
cluded religious belief among a set of “comfort beliefs” 
that aid individuals during difficult periods. 

The definition and measurement of the personal im- 
portance of religion offer a complication to empirical 
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study. Willets and Crider (9) suggested that the two 
most relevant dimensions of religious commitment 
were belief and practice/ritual. Belief refers to the ac- 
ceptance of a benevolent Deity and is associated with 
the hope that problems will be mastered. Practice is 
defined by frequency of church attendance and implies 
an individual’s identification with social support net- 
works. Caplan (10) proposed that the value of reli- 
gious practice was in a particular type of social support 
which buffered those who experienced stressful life 
events. Kroll and Sheehan (3), on the other hand, doc- 
umented that religious practices tend to lag behind re- 
ligious beliefs and emphasized the importance of be- 
liefs in enhancing well-being. 

The present study attempted to examine the rela- 
tionship between religion and physical and mental 
well-being by studying a set of older adults with bro- 
ken hips. 


METHOD 


The subjects were 30 female patients recruited on 
the orthopedic units of a large midwestern teaching 
hospital. Recognition of the possible importance of re- 
ligion in this sample was stimulated by spontaneous 
comments of a number of subjects during routine psy- 
chiatric assessments. Subjects were 65 years or older 
and had no psychiatric history and were not currently 
cognitively impaired (Mini-Mental State examination 
score greater than 19). A total of 50 consecutively ad- 
mitted patients were asked to participate in the study. 
Eight refused, and 11 had scores below 20 on the 
Mini-Mental State. Of the remaining 31 subjects, only 
one was male, and he was therefore eliminated for 
purposes of sample homogeneity. All had sustained hip 
fractures in the pertrochanteric area and had under- 
gone surgical repair with a sliding fixation device. Sub- 
jects were routinely assessed twice during their hospi- 
tal stay: within 48 hours of surgery and not less than 
24 hours before discharge from the hospital. Each 
discharge assessment employed three instruments: 
the Geriatric Depression Scale (11), the Index of Reli- 
giousness (12), and a measure of ambulation status 
that included assistance required and linear distance 
walked at discharge. The Geriatric Depression Scale 
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was also administered during the postsurgical assess- 
ment. Ambulation status was assessed by the patients’ 
physical therapist as a routine part of the discharge 
note. This assessment was missing for two subjects. 
Each patient’s severity of illness was assessed with the 
Horn system (13). 

The Index of Religiousness is a three-item measure 
of the personal importance of religion. The first item 
asks about attendance at religious services. The second 
item requests subjects to rate their perceived religious- 
ness. The third item asks to what degree religion (and/ 
or God) is a source of strength and comfort. A total 
score was obtained by standardizing each item and 
adding the items together. 


RESULTS 


The Index of Religiousness total scores were corre- 
lated with initial and discharge Geriatric Depression 
Scale scores and meters walked at discharge. The Index 
of Religiousness total scores were not correlated with 
initial depression scale scores (r=—0.30, df=29, n.s.) 
but were significantly associated with discharge de- 
pression scale scores (r7 —0.61, df=29, p<0.01), Pa- 
tients with stronger religious beliefs and practices were 
less depressed at discharge. This relationship remained 
significant even when severity of illness was controlled 
in a hierarchical regression (F=9.97, df=1, 28, p< 
0.004). 

The Index of Religiousness total scores were also 
significantly correlated with meters walked at dis- 
charge (r=0.45, df=27, p<0.05). Patients with stron- 
ger religious beliefs and practices had better ambula- 
tion status at discharge. This association remained 
significant after severity of illness was controlled in a 
hierarchical regression (F=12.15, df=1, 26, p<0.002). 

In order to determine whether the relationship be- 
tween the Index of Religiousness total score and am- 
bulation status was mediated by depression, a hierar- 
chical regression model was used in which meters 
walked at discharge were predicted in an equation, 
with discharge depression entered first, followed by the 
patient’s Index of Religiousness total score. In this 
model, there was a trend for the Index of Religiousness 
score to be related to ambulation status even when 
depression was controlled (F=3.50, df=1, 26, p< 
0.08). This indicates that after depression was con- 
trolled, the Index of Religiousness score was no longer 
significantly associated with ambulation Status, al- 
though this association might have remained signifi- 
cant with a larger sample. 

Next, the individual items of the Index-of Religious- 
ness were correlated with both measures of depression 
and the discharge ambulation status. Only the item 
regarding God as a source of strength and comfort was 
associated with initial depression (r=—0.39, df=29, 
p<0.05). Both this item (r=—0.52, df=29, p<0.05) 
and attendance at religious services (r=—0.62, df=29, 
p<0.05) were significantly associated with discharge 
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depression. Finally, ambulation status was associated 
with church attendance (r=0.50, df=29, p<0.05). 


DISCUSSION 


The results of the present study offer support for the 
notion that religious belief is associated with lower 
levels of depression and better ambulation status in 
elderly patients with broken hips. The relationship be- 
tween religiousness and these measures did not appear 
to be explained by severity of illness. That is, patients 
with strong religious beliefs were less likely to be de- 
pressed and more likely to walk further at discharge 
independent of their severity of illness. 

Given that the Index of Religiousness score was not 
significantly correlated with ambulation status inde- 
pendent of depression, it is possible that the relation- 
ship between religiousness and meters walked at dis- 
charge is at least partially explained by depression. 
That is, it is consistent with the data that the more 
religious patients were less depressed and thus re- 
sponded better to the physical therapy. 

The complex association among physical, psychiat- 
ric, and religious variables supports an integrated ap- 
proach to the delivery of psychiatric, social work, and 
chaplain services in the general hospital (14). Collab- 
orative relationships between consultation/liaison psy- 
chiatrists, social workers, and chaplains should en- 
hance each discipline’s awareness of what the others 
can offer for patient care. 

This study contributes to a growing body of litera- 
ture demonstrating the importance of considering re- 
ligious beliefs and practices in studying psychosocial 
aspects of medical care. Particularly when studying 
older adults, psychiatric researchers should overcome 
the historical neglect of these variables (2) in order to 
appreciate the complex and multidimensional nature 
of psychiatric adjustment in elderly medical/surgical 
patients. 
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Characteristics of Alcoholics Who Attempt Suicide 


Alec Roy, M.B., Danuta Lamparski, Ph.D., Judith DeJong, Ph.D., 
Veronica Moore, M.S.W., and Markku Linnoila, M.D., Ph.D. 


Of 298 alcoholic subjects studied by the authors, 
19% (N=57) had attempted suicide. Compared with 
nonattempters, suicide attempters were significantly 
more likely to be female, to have a lower socioeco- 
nomic status, to be younger, to have begun heavy 
drinking and experienced the onset of alcohol-related 
problems at an earlier age, to consume a greater 
amount of alcohol when drinking, and to have addi- 
tional lifetime psychiatric diagnoses of major depres- 
sion, antisocial personality disorder, substance abuse, 
panic disorder, phobic disorder, or generalized anxiety 
disorder. Also, significantly more attempters had first- 
or second-degree relatives who abused alcohol. 

(Am J Psychiatry 1990; 147:761—765) 


Icoholism is a psychiatric disorder associated 

with an increased risk of suicidal behavior (1). 
Murphy and Robins (2), Murphy et al. (3), and others 
(4) have studied suicide among alcoholics (see refer- 
ence 5 for a review). A previous suicide attempt has 
been made by up to one-third of alcoholics who suc- 
cessfully commit suicide (1). Alcoholics who attempt 
suicide represent an important subgroup of patients 
requiring emergency medical services. For example, 
Hawton et al. (6) reported that over a 10-year period, 
alcoholism was diagnosed in 7.9% of all patients re- 
ferred after suicide attempts to the general hospital in 
Oxford, England. However, relatively few studies have 
examined the psychosocial and clinical correlates of 
suicide attempts among alcoholics. 

In a study reported in 1985, Whitters et al. (7) ex- 
amined alcoholics with and without histories of suicide 
attempts and found that a significantly greater pro- 
portion of the attempters had abused drugs and ex- 
perienced episodes of major depression. Overall, the 
suicide attempters reported a greater number of psychi- 
atric symptoms, including somatic complaints. Schuckit 
(8) also found more substance abuse among suicide 
attempters in a large group of men with primary alco- 
holism. The suicide attempters reported using mari- 
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juana, hallucinogens, or opiates significantly more of- 
ten than did the nonattempters but using barbiturates, 
amphetamines, or cocaine less often. In addition, the 
suicide attempters reported significantly more difficul- 
ties with police, school, and parents before adulthood, 
and a greater number of them had close relatives with 
alcoholism or depression. 

Hesselbrock et al. (9) found a similar clinical pic- 
ture. The alcoholic suicide attempters in their study 
had multiple psychiatric diagnoses, including depres- 
sion, antisocial personality disorder, and other sub- 
stance abuse. Moreover, the attempters tended to have 
a stronger parental history of alcoholism and an earlier 
onset of abuse. Hasin et al. (10) reported that alcoholic 
suicide attempters were significantly younger than 
nonattempters and were more likely to have substance 
abuse disorders, panic attacks, antisocial symptoms, 
and social problems associated with alcohol abuse. 

As part of an alcohol research program, we had in- 
terviewed a series of 298 alcoholics, Since the multidi- 
mensional nature of the suicidal behavior of alcoholics 
is still not clearly understood (11), we sought to rep- 
licate and expand the findings of previous investiga- 
tors. We hypothesized that alcoholics who had at- 
tempted suicide would differ from alcoholics who had 
not attempted suicide in social background, alcohol 
and drug abuse history, other lifetime psychiatric dis- 
orders, and history of alcoholism among their family 
members. 


METHOD 


We studied a consecutive series of 298 alcoholic pa- 
tients in the Laboratory of Clinical Studies of the Na- 
tional Institute on Alcohol Abuse and Alcoholism be- 
tween November 1983 and November 1988. A trained 
social worker (V.M.) obtained a psychiatric history 
using the Schedule for Affective Disorders and Schizo- 
phrenia—Lifetime Version (SADS-L) (12). All subjects 
met the Research Diagnostic Criteria (RDC) (13) for 
alcoholism. Their alcohol and drug histories were as- 
sessed by structured interview following the guidelines 
of Rohan (14). A slightly modified Michigan Alcohol- 
ism Screening Test (MAST) (15) was also administered 
verbally. The subjects were also interviewed concern- 
ing first- and second-degree family members with psy- 
chiatric and/or substance abuse problems. Whenever 
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TABLE 1. Demographic Data on Alcoholic Suicide Attempters and possible, family members were contacted by telephone 


Nonattempters or interviewed in person to collect family history data. 

Women Men All of this information was subsequently reviewed in 

(N=85) (N=213) weekly consensus meetings. For each subject we deter- 

mined whether any psychiatric disorders meeting the 

No No : PES 

Attempt Attempt Attempt Attempt RDC (13) had been present during his or her lifetime. 

Variable (N=26) (N=59) (N=31) (N=182) For a diagnosis of major depression, there had to be a 

Cate at history of daily affective disturbance that had lasted 

status for a minimum of 2 weeks and that met the RDC for 

Single 6 21 8 41 major depression. Socioeconomic level was assessed 

ge edi 11 19 13 83 according to the Hollingshead-Redlich Four-Factor In- 
oraedd dex of Social Position (16). 

para Enig : i : 

divorced 9 19 10 58 We divided the alcoholic patients into those who 

Race/ethnicity had attempted suicide at some time in their lives and 

Caucasian — 24 33 30 154 those who had not. A suicide attempt was defined as 

Black/Hispanic 2 6 1 28 


an attempt at self-harm. Items from the Suicidal Be- 


TABLE 2. Alcohol Histories of Alcoholic Suicide Attempters and Nonattempters 


Women Men 
Attempt No Attempt Attempt No Attempt 
Variable Mean SD N Mean SD N t p Mean SD N Mean SD N t p 


(years) 24.3 7.6 26 28.6 122 59 197° 0.05 20.0 54 31 254 9.7 180 4.31" 0.001 


(years) 22.7 7.8 22 28.8 12.0 33  2.61* 0.01 22.1 6.4 31 27.0 12.1 173  3.30* 0.001 
Daily alcohol 

intake 

since first 

drink? 5.0 3.7 22 3.1 3.0 56 228 0.03 5.0 4.4 29 3.6 3.6 167 1.89 0.06 
Years drink- 

ing 20.0 11.6 24 19.1 10.4 56 0.35 0.73 23.5 11.1 31 26.4 11.9 176 1.29 0.20 
MAST score 32.4 12.0 26 260 102 59 2.54 0.01 37.2 95 31 32.4 10.0 182 2.46 0.02 


“Variance unequal, therefore separate variance t was used. 
bOne unit=12-oz can of beer, 4 oz of table wine, 1% oz of spirits (mixed or straight), 2 oz of other alcoholic beverages (cordials, fortified 
wines). 


TABLE 3. RDC Diagnoses of Alcoholic Suicide Attempters and Nonattempters 


Women Men 
No ^ No 5 
Attempt Attempt T Attempt Attempt 
se a (Fisher’s = = (Fisher’s 
.(N-26) L(N-59) exact _{N=31) _(N=182) _ pee 

Diagnosis N %o N % test) N 96 N % test) 
Major depression 16 62 26 44 0.16 14 45 41 23 0.01 
Minor depression 6 23 10 17 0.55 6 19 37 20 1.00 
Drug abuse 11 42 21 36 0.63 16 S2 44 24 0.004 
Antisocial personality 5 19 3 5 0.05 7 23 17 9 0.06 
Panic disorder 4 15 7 12 0.73 6 19 13 7 0.04 
Generalized anxiety disorder 10 38 16 27 0.32 10 32 34 19 0.10 
Phobic disorder 5 19 14 24 0.78 7 23 15 8 0.02 
Had one or more of these 

diagnoses 22 85 46 78 0.57 27 87 109 60 0.004 
Had two or more of these 

diagnoses 19 73 32 54 0.15 19 61 57 31 0.002 
Had three or more of these 

diagnoses 9 35 12 20 0.18 12 39 24 13 0.001 
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havior section of the SADS-L were also used to exam- 
ine the range of medical threat. 

In the statistical analyses, we used Student’s t test, 
Fisher’s exact test, and chi-square tests. The findings 
for male and female alcoholics were also examined 
separately. 


RESULTS 


Of the 298 alcoholic subjects, 57 (19.1%) had his- 
tories of attempted suicide. Thirty-eight had made one 
attempt, 10 had made two attempts, and nine had 
made three or more attempts. The demographic char- 
acteristics of the suicide attempters and nonattempters 
are shown in table 1. Twenty-six (30.6%) of the 85 
female alcoholics and 31 (14.6%) of the 213 male al- 
coholics had attempted suicide; this sex difference was 
statistically significant (p=0.003, Fisher’s exact test). 
The suicide attempters had a significantly lower index 
of social status than the nonattempters (35.8+15.4 
versus 40.4+15.6; t=1.98, df=295, p«0.05). A sim- 
ilar result was found in the comparison of the female 
attempters and nonattempters (35.3415.6 versus 
41.9+12.9; t=2.06, df=83, p=0.04); the difference 
between the male attempters and nonattempters was 
not significant. The male attempters were significantly 
younger than the male nonattempters (38.9+10.3 ver- 
sus 45.7+13.3 years; t=2.69, df=211, p=0.008), but 
the age difference between the female attempters and 
nonattempters was not significant. 

The male suicide attempters were significantly 
younger than the male nonattempters when they began 
heavy drinking, and there was a similar trend among 
the female attempters (table 2). Both the male and the 
female attempters were significantly younger than the 
nonattempters when they first experienced alcohol-re- 
lated problems. The female attempters had a signifi- 
cantly greater average daily intake of alcohol than the 
female nonattempters, and there was a similar trend 
among the male subjects. Both the male and the female 
attempters had significantly higher MAST scores than 
did the male and female nonattempters. 

A greater proportion of the suicide attempters than 
of those who had not made suicide attempts met the 
RDC for another lifetime psychiatric disorder (86%, 
N=49, versus 64%, N=155; p=0.001, Fisher’s exact 
test). Significantly more of the male suicide attempters 
than of the male nonattempters had two or more or 
three or more other lifetime psychiatric disorders (ta- 
ble 3). 

Significantly more of the total group of 57 suicide 
attempters than of the 241 nonattempters had antiso- 
cial personality disorder (21%, N=12, versus 8%, 
N=20; p<0.009, Fisher’s exact test) and generalized 
anxiety disorder (35%, N=20, versus 21%, N=50; 
p<0.04). The male suicide attempters more often met 
the RDC for major depression. The female suicide 
attempters more often met criteria for antisocial per- 
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TABLE 4. Drug Use and Antisocial Characteristics of Male Alco- 
hollc Suicide Attempters and Nonattempters 


No 
Attempt Attempt gi bers 
Variable N % N % exact test) 
Drug use 
Marijuana/hashish 21 68 96 353 0.17 
Stimulants 21 68 67 37 0.002 
Sedatives 135 48 49 27 0.02 
Opiates i 9 29 22 12 0.02 
Hallucinogens 17 55 48 26 0.003 
Antisocial charäcteristics 
Occupational 
Frequent job changes 15 48 40 22 0.004 
Periods of unemployment 16 52 47 26 0.01 
Absenteeism 11 37 30 17 0.02 
One or more of these 21 68 72 40 0.006 
Childhood onset 
Ran away from home 8 30 12 8 0.005 
Lied a Jot 19 70 31 22 0.001 
Early drinking 15 56 29 20 0.001 
Stealing 16 59 40 28 0.003 
Early sex 9 33 20 14 0.03 
Three or more arrests after 
age 15 13 50 25 20 0.002 


sonality disorder (table 3). The male attempters sig- 
nificantly more often met the criteria for drug abuse, 
panic disorder, and phobic disorder than did the male 
nonattempters. The male attempters significantly more 
often abused stimulants, sedatives, opiates, and hallu- 
cinogens and had significantly more antisocial charac- 
teristics both before and after the age of 15 years (table 
4). 
Significantly more of the male suicide attempters 
than of the male nonattempters had mothers or sib- 
lings whom they reported as alcoholic (table 5). Sig- 
nificantly more female attempters than female nonat- 
tempters had maternal grandfathers whom they 
reported as alcoholic. Ten of the 13 male attempters 
who had made suicide attempts with moderate to ex- 
treme medical threat reported alcoholism in their fa- 
thers; four of the 18 male attempters whose attempts 
had low medical threat reported alcoholism in their 
fathers (p<0.004, Fisher's exact test). 


DISCUSSION 


In this study we found that 1996 of our 298 alco- 
holic patients had attempted suicide at some time dur- 
ing their lives. Although the sex ratio of our sample is 
atypical, with a relative excess of female alcoholics, the 
Observed percentage of suicide attempters is compara- 
ble to the 1796 found by Schuckit (8). However, it is 
lower than the 26.596 found by Hesselbrock et al. (9) 
and the 2796 and 29.296 found by Whitters et al. (7) 
and Hasin et al. (10), respectively. 

There were significant differences between the alco- 
holics who had attempted suicide and those who had 
not with respect to the presence of another lifetime 
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TABLE 5. Family Members’ Abuse of Alcohol Reported by Alcoholic Sulcide Attempters and Nonattempters 


Women Men 
Attempt No Attempt Attempt No Attempt 
(N=26) (N=59) (N=31) (N=182) 
Family History N 96 N 96 N % N % 
Father is or was alcoholic 14 54 24 41 14 45 59 32 
Mother is or was alcoholic 5 19 16 27 10 32 24 13* 
Other relatives who have or had 
an alcohol problem 
Siblings 11 42 30 51 22 71 76 425 
Paternal relatives 
Grandfather 9 35 14 24 7 23 41 23 
Grandmother 2 8 5 8 3 10 14 8 
Uncles 6 23 20 34 9 29 61 34 
Aunts 6 23 14 24 4 13 31 17 
Maternal relatives 
Grandfather 12 46 11 19* 6 19 49 27 
Grandmother 3 12 11 19 2 6 10 5 
Uncles 7 27 22 37 12 39 60 33 
Aunts 6 23 14 24 8 26 37 20 


*p<0.05, Fisher’s exact test, 
5p«0.01, Fisher's exact test. 


psychiatric disorder that met the RDC. Suicide at- 
tempters were more likely to have had episodes of ma- 
jor depression or antisocial personality disorder. Male 
alcoholics who had attempted suicide were also signifi- 
cantly more likely to have abused other drugs (52% 
versus 24%) and to have panic disorder (19% versus 
7%) or a phobic disorder (23% versus 8%), and there 
was a trend for more of them to have generalized anx- 
iety disorder (32% versus 19%). These results are 
comparable to those of four recent studies on suicidal 
behavior among alcoholics (7—10). All four studies 
found significantly more other drug abuse among sui- 
cide attempters than among nonatrempters. Three of 
the four studies also found that antisocial personality 
disorder was significantly more prevalent among at- 
tempters, two found more depression, and one found 
more panic disorder. Thus, these data suggest that the 
alcoholic who attempts suicide manifests greater psy- 
chopathology than the alcoholic who never attempts 
suicide. 
In the present study there were also significant dif- 
ferences in drinking history between the suicide at- 
tempters and the nonattempters. The alcoholic suicide 
attempters were significantly younger at the onset of 
heavy drinking, experienced their first alcohol-related 
problems significantly earlier, had a greater daily in- 
take of alcohol, and had significantly higher MAST 
scores. This pattern of results was found among both 
the male and the female attempters, although it was 
most marked among the men. Hesselbrock et al. (9) 
similarly reported that male alcoholic attempters be- 
gan regular drinking and progressed to problem drink- 
ing earlier, whereas Schuckit (8) found that male at- 
tempters had a significantly greater daily intake of 
alcohol than nonattempters. Similarly, Buydens- 
Branchey et al. (17) reported that males who started 
abusing alcohol in their teens were four times more 
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likely to have attempted suicide than males with a later 
onset of alcohol abuse. 

Suicidal behavior has many determinants, and social 
factors are important (18). Thus, it is notable that we 
also found tbat signifcantly more of the female 
(30.696) than of the male (14.696) alcoholics had at- 
tempted suicide. Similarly, Hesselbrock et al. (9) re- 
ported that 4196 of the women in their study had at- 
tempted suicide, compared with 21% of the male 
alcoholics. In addition, we found that the alcoholic 
suicide attempters had a lower socioeconomic status 
and that the male attempters were significantly 
younger than the male nonattempters. Hesselbrock et 
al. also found that male attempters were significantly 
younger than male nonattempters. These data are of 
interest, since it is well recognized that individuals in 
the general population who attempt suicide are more 
often female, young, and of low socioeconomic status 
(19). 

Like Hesselbrock et al. (9), we found that signifi- 
cantly more of the male alcoholic suicide attempters 
reported maternal alcohol abuse than did the male 
nonattempters. Our female attempters reported signifi- 
cantly more alcohol abuse by their grandfathers, 
whereas the female attempters in Hesselbrock et al.’s 
study reported significantly more alcoholism in their 
fathers. 

Among our male alcoholic subjects who had at- 
tempted suicide, paternal alcoholism was significantly 
associated with an attempt that had high medical 
threat. This is interesting, as Linnoila et al. (20) dem- 
onstrated that among violent offenders and impulsive 
fire setters, most of whom were alcoholic, those with 
alcoholic fathers had lower CSF levels of the serotonin 
metabolite 5-hydroxyindoleacetic acid (21). Reduced 
central serotonin turnover has been implicated in im- 
pulsive and suicidal behavior (22, 23). Buydens- 
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Branchey et al. (24) also speculated that male alcohol- 
ics with early onset of alcoholism (significantly more of 
whom attempted suicide in both their study and ours) 
may have a disorder of central serotonin turnover. 

In summary, in this study we found that almost one 
in five of our alcoholic subjects had attempted suicide. 
In addition to the sociodemographic correlates, we 
found that the alcoholic suicide attempters had begun 
drinking earlier, had experienced alcohol-related prob- 
lems earlier, drank more each day, and more often 
reported family histories of alcoholism than did the 
nonattempters. In addition, significantly more at- 
tempters had other lifetime psychiatric diagnoses. 
These results suggest the possibility that suicidal be- 
havior in the course of alcoholism indicates more pro- 
found psychopathology and poorer prognosis. 
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Healthy Aging and Male Sexual Function 


Raul C. Schiavi, M.D., Patricia Schreiner-Engel, Ph.D., John Mandeli, Ph.D., 
Harry Schanzer, M.D., and Elliot Cohen, M.D. 


The authors examined the effect of age on sexual 
function and behavior and on nocturnal penile tumes- 
cence in 65 healthy married men aged 45 to 74 years. 
There was a significant negative relation between age 
and sexual desire, arousal, and activity and an increas- 
ing prevalence of sexual dysfunction with age but no 
age difference in sexual enjoyment and satisfaction. 
Significant age-related decreases in frequency, dura- 
tion, and degree of nocturnal penile tumescence were 
found. Sexual desire, arousal, coital frequency, and 
prevalence of erectile problems correlated with noctur- 
nal penile tumescence measures. The authors discuss 
the relevance of these findings for the understanding of 
sexual function in aging men. 

(Am J Psychiatry 1990; 147:766—771) 


emarkably little is known about the psychobio- 

logical correlates of sexual function and dysfunc- 
tion in healthy older men. Kinsey et al. (1) were among 
the first to document a gradual decline in male sexual 
activity associated with age. Two major multidiscipli- 
nary studies conducted at Duke University (2—4) and 
at the Gerontology Center in Baltimore (5) confirmed 
Kinsey et al.’s findings, but there was a wide variation 
in individual rates of decline. The conclusions that may 
be drawn from these studies on aging and sexuality are 
limited, however, by the narrow range of questions 
about normal and dysfunctional sexual responses, lim- 
ited or absent validational information from sexual 
partners, and the lack of physiological measures of 
sexual function. Epidemiological and clinical evidence 
(1, 6, 7) also has shown a higher prevalence of erectile 
impotence in aging men, but whether this reflects nor- 
mal physiological changes or pathological conditions 
is unclear. 
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Masters and Johnson (8) attributed age-related 
losses in sexual responsiveness to psychological fac- 
tors—such as boredom, career preoccupations, fa- 
tigue, and fear of sexual performance—and to medical 
illnesses. Their physiological evaluations mainly in- 
volved changes in reproductive organs during sexual 
arousal and orgasm. There is a lack of systematic stud- 
ies determining the effect of age in healthy older men 
by simultaneously assessing psychosexual dimensions 
and the psychophysiological processes that underlie 
sexual function. The recording of sleep-related erec- 
tions offers an opportunity to evaluate objectively sex- 
ual mechanisms under relatively controlled conditions. 

There is evidence (9—11) that age is associated with 
a reduction in frequency and degree of sleep erections 
in healthy men. Most investigators have considered 
impaired nocturnal penile tumescence as an indication 
of peripheral neurovascular abnormalities of erectile 
function. We have found (12), however, that men with 
a decrease in sexual drive may have impaired noctur- 
nal penile tumescence in the absence of recognizable 
organic pathology. The possibility that sleep-related 
erectile function reflects central neurophysiological pro- 
cesses associated with psychological states, such as 
sexual desire, may best be studied in an older popula- 
tion. To date, only Kahn and Fisher (9) have related 
the amount of REM tumescence in their older subjects 
to sexual variables other than erectile capacity. Their 
observation that sexual interest and satisfaction were 
related to amount of nocturnal tumescence, if con- 
firmed, would have important implications for both 
the understanding of sexuality in older men and the 
functional significance of nocturnal penile tumescence. 
The objective of this study was to investigate age-re- 
lated variations in sexual and nocturnal penile tumes- 
cence dimensions and to assess the associations be- 
tween them in healthy older men in stable sexual 
relationships. 


METHOD 


This report is based on an analysis of data collected 
on the first 65 couples who participated in this inves- 
tigation. The inclusion criteria for the male subjects 
were 1) age 45 to 74 years, 2) married or living in a 
stable relationship with a female sexual partner for at 
least 1 year, 3) possession of at least a high school 
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diploma, and 4) English as the primary language. The 
exclusion criteria were 1) evidence of a neurological, 
vascular, or hormonal disorder or surgical intervention 
likely to impair sexual function, 2) drug intake or sub- 
stance abuse, 3) presence of major psychopathology 
(classifiable as a DSM-III-R axis I disorder), and 4) 
obesity (more than 20% above ideal body weight ac- 
cording to the 1983 Metropolitan Life Insurance ta- 
bles). Media announcements requested couples for a 
study on factors contributing to health, well-being, 
and marital satisfaction in older men. Between 1986 
and 1988 we received 226 phone inquiries and refer- 
rals to the study. Of these, 142 couples/subjects were 
screened over the telephone and considered not eligi- 
ble, mainly because of lack of motivation, the partner's 
unwillingness to participate, or the subject’s illness, use 
of medications, or excess weight. 

Eighty-four couples were interviewed after provid- 
ing informed consent and were evaluated medically 
and psychiatrically; 65 were accepted into the study 
and completed all phases of the investigation. There 
were 20, 26, and 19 subjects in the 45—54, 55—64, and 
65—74 age groups included in the present report. The 
majority of the subjects were white (N=61, 94%), and 
71% were college graduates or had advanced degrees 
(N=46); 55% had professional occupations (N=36), 
14% had clerical jobs (N=9), and 25% were retired 
(N=16). Forty-two percent were Jewish (N=27), 23% 
were Protestant (N=15), 11% were Catholic (N=7), 
and 25% belonged to other denominations or were 
agnostic (N=16). There were no differences in demo- 
graphic characteristics among the three age groups. 
The mean+SD duration of marriage of the subject 
sample was 29.8+11.9 years, and they had an average 
of 2.21.2 children. 

Each subject and his wife underwent an extensive joint 
interview and separate interviews to provide psychosex- 
ual, psychiatric, and marital information. The husbands 
and wives were then administered a battery of psycho- 
logical tests that included the Locke-Wallace test (13) 
and Dyadic Adjustment Scale (14), which assess marital 
adjustment. The male volunteers also completed the 
Michigan Alcoholism Screening Test (15) and the Mini- 
Mental State examination (16) to rule out organicity. In 
the following sessions, they were each given a compre- 
hensive medical evaluation, a urological examination, 
and the Schedule for Affective Disorders and Schizophre- 
nia—Lifetime Version (SADS-L) (17) to assess current 
and past psychopathology. 

The male subjects were studied in the sleep labora- 
tory for 4 nights under similar conditions. Each subject 
arrived about 1 hour before his usual bedtime and was 
allowed to sleep until about 7:00 a.m. The procedures 
used have been described previously in detail (18). 
EEG, eye movements, and muscle tone were monitored 
continuously through the night. Penile tumescence was 
measured with two strain-gauge loops: one placed 
around the penis 1 inch from the base and the other 
just behind the corona of the glans. Sleep was undis- 
turbed during the first 2 nights. During the third night, 
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visual checks were carried out during tumescent epi- 
sodes to ascertain degree of erection in relation to the 
recorded increase in penile circumference. The subject 
and the investigator separately rated the degree of erec- 
tion on a 1—10 scale where 1=none, 5=partial but 
adequate for penetration with manual assistance, and 
10=nigid. In addition, the technician noted the angle 
of the erection from the horizontal plane and obtained 
a photographic record. On one of the mornings after a 
sleep-recording night, penile vascular assessments were 
carried out by means of ultrasonic doppler measure- 
ment and mercury strain-gauge plethysmography. 
Blood samples were obtained during the fourth night 
for hormonal assessments. The results of the endocrine 
component of the study will be described at a later 
date. 

Sleep records were scored according to standardized 
criteria (19). The measurement of tumescence was 
based on procedures evolved in our laboratory over 
the past 12 years (18). Sleep staging and nocturnal 
penile tumescence variations were graphed every 30 
seconds. Degree of tumescence was defined as increase 
in penile circumference over the flaccid state, measured 
in millimeters at the base. Maximum and partial epi- 
sodes were defined as deviations from the baseline re- 
cording of 81%—100% and 2596—8096, respectively, 
of the greatest penile circumference estimated to be full 
by direct observation. Frequency was defined as the 
mean number of total or maximum tumescence epi- 
sodes per night or during REM sleep. Duration was 
defined as the mean time per night spent in tumes- 
cence, mean duration of maximum tumescence, and 
mean duration of simultaneous REM sleep and 
tumescence. 


RESULTS 


The relation between age and the sexual dimensions 
assessed in the psychosexual interview were analyzed 
in two ways: by means of Spearman rank correlation 
analysis of the total sample and with Kruskal-Wallis 
nonparametric comparison of values in the 45—54, 55— 
64, and 65—74 age groups. The results are summarized 
in table 1. Correlation analysis demonstrated a highly 
significant negative relationship between age and sex- 
ual desire, sexual arousal, and sexual activity. Increas- 
ing age was positively correlated with prevalence of 
reported erectile difficulty and retarded ejaculation but 
was not associated with problems of sexual desire or 
premature ejaculation. A Kruskal-Wallis nonparamet- 
ric procedure followed by multiple comparison statis- 
tics showed that the differences in sexual behavior 
were primarily between the 45—54 and 65-74 age 
groups. None of the subjects 45—54 years old, six 
(23%) of the 26 men in the 55—64 age group, and six 
(3296) of the 19 men in the 65—74 age group reported 
having had difficulty in achieving vaginal insertion in 
5095 or more of coital attempts in the preceding 6 
months. The differences in prevalence of reported erec- 
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TABLE 1. Relation Between Age and Sexual Behavior in 65 Healthy Married Men Aged 45-74 Years 





Correlation Berween Age 
and Sexuality 
Psychosexual Variable Coefficient (r,) p? 
Desire 
Frequency of sexual thoughts (1=never, 
8=daily —0.61 0.0004 
Maxon time comfortable without 
sex (1=>1 year, 4=<1 week) —0.43 0.0008 
Frequency of desire for sex (1==never, 
8 daily) —0.54 0.003 
Arousal 
Degree of coital erections (1=none, 
10=rigid) —0.63 0.0001 
Degree of sleep erections (1—none, 
10=rigid) —0.54 0.0001 
Degree of masturbatory erections | 
(1-none, 10=rigid) —0.55 0.0001 
Easiness of becoming aroused (1=do 
not, 5=very easily) —0.49 0.0001 
Frequency of waking erections 
(1=none, 8- daily) —0.43 0.0003 
Sexual activity 
Frequency of coitus (1=none, 8=daily) —0.45 0.0001 
Frequency of masturbation (1=none, 
8 daily) —0.44 0.0003 
Orgasmic function 
Number of orgasms per month —0.49 0.0001 
Frequency of orgasm during sex 
(1—never, 7=every time) ~0.32 0.009 
Sexual problems (1=yes, 2=no) 
Lose erection during sex —0.42 0.0004 
Lack of sexual desire —0.06 0.63 
Premature ejaculation —0.23 0.07 
Retarded ejaculation —0.27 0.03 
Sexual satisfaction 
Enjoyment of sex with wife (1=not 
. enjoyable, 7=very enjoyable) —0.17 0.18 
Satisfaction with own sexual function 
(1=dissatisfied, 7 satisfied) —0.20 0.10 


Ratings by Age Group? 
Score 

45—54 55—64 65—74 Kruskal-Wallis 

(N=20) (N=26) (N=19) Test (df=2) 
Mean SD Mean SD Mean SD x? p 
80 00 66 24 S7 21 98 0.008 
37 05 33 06 27 12 90 0.01 
60 09 47 20 32 1.8 91 0.01 
87, 24 70, 33 48 3.0 19.0 0.0001 
91 11 64, 24 47, 35 228 0.0001 
7.7. 36 54, 42 24 3.5 161 0.0003 
47, 0.7 44, 07 34 12 14.8 0.0006 
57, 20 49, 19 32 23 121 0.002 
46 09 35, 14 30, 15 128 0.002 
26 14 21 12 16 10 93 00 
9.5 55 62, 49 34 24 14.2 0.0008 
67 06 65 11 61 12 64 0904 
19 03 17 05 13 05 146 00 
L8 04 19 04 17 05 18 040 
20 02 18 04 18 04 24 030 
20 00 19 04 17 04 44 0.11 
56 15 50 19 55 17 12 0.56 
58 12 52 21 48 20 17 042 


“Bonferroni significance level of 0.0028 (0.05/18) is required to achieve an overall type I error of 0.05. 
"Matching subscripts indicate nonsignificant differences according to multiple comparisons. Subscripts are not used for cases where the 


Bonferroni-corrected p values are nonsignificant. 


tile or ejaculatory problems among age groups, how- 
ever, did not reach statistical significance after Bonfer- 
roni correction. Although age was significantly related 
to a decrease in several functional dimensions of male 
sexuality, sexual enjoyment and satisfaction did not 
show a decline with increasing age. 

Age-related variations in sleep and nocturnal penile 
tumescence measures averaged over the 4 study 
nights were analyzed with Pearson correlations and 
ANOVAs (table 2). There was a significant decrease in 
sleep efficiency with aging but no differences in REM 
sleep. Highly significant age-related decreases in fre- 
quency, düration, and degree of nocturnal erectile ep- 
isodes were observed. The decrease in duration of tu- 
mescence remained significant after adjustment for the 
decrease in total sleep time associated with aging. An 
ANOVA and multiple comparison tests showed that 
the oldest age group had significantly lower mean tu- 
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mescence values than the two younger groups, which 
did not differ statistically from each other. 

Thirty-six (9095) of the 40 subjects less than 65 
years of age for whom adequate observations were 
made each had at least one episode of maximum tu- 
mescence during the 4 study nights. In contrast, in only 
three of the subjects who were 65 or older was there 
clear evidence of penile rigidity during sleep. 

Several sexual dimensions from the psychosexual 
questionnaire were significantly associated with fre- 
quency, duration, and degree of nocturnal penile tu- 
mescence. Nocturnal penile tumescence measures cor- 
related positively with sexual arousal (ease of arousal, 
reported frequency of waking erections, and degree of 
erections during coitus, masturbation, and sleep), with 
frequency of coitus and orgasm, and with one of the 
questions that assessed sexual desire (maximum time 
the subject was comfortable without sex). Reported 
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TABLE 2. Relation Between Age and Sleep Variables in 65 Healthy Married Men Aged 45—74 Years 





Sleep Variables by Age Group" 
Value 
Correlation Between 45—54 55—64 65—74 ANOVA 
Age and Sleep (N=20) (N=26) (N=19) (df=2, 62) 
Sleep Variable Coefficient (r) p? Mean SD Mean SD Mean SD F p* 
Sleep 
Sleep period (min) —0.15 0.25 404 33 402 31 390 47 0.92 0.41 
Total sleep time (min) —0.30 0.01 363 41 364 39 334 46 3.8 0.03 
Sleep efficiency (96) —0.38 0.002 863 9.66 863 74 800 67 6.3 0.03 
Number of REM periods —0.07 0.59 3.5 0.6 Au 0.6 3.4 0.7 1.7 0.20 
REM time (min) —0.19 0.13 54.5 12.7 53.0 14.5 47.4 15.5 1.8 0.17 
REM latency (min) —0.22 0.07 109 32 86 34.2 91 34.9 2.2 0.12 
REM time/sleep time (96) —0.09 0.50 15.1 3.6 14.5 3.9 14.2 4.0 0.53 0.59 
Penile tumescence 
Frequency 
Total episodes —0.40 0.001 34, 0.6 33, 1.0 23- dd 9.5 0.0003 
Episodes during REM —0.41 0.0007 3.0, 0.5 2.9, 0.9 1.9 1.1 10.0 0.0002 
Episodes with maximum 
tumescence —0.45 0.0004 1.8, 1.0 1.6. 1.4 0.34 0.89 9.8 0.0004 
Duration 
Total tumescence (min) —0.45 0.0002. 1434 42 146, 49 84 42.0 13.3 0.0001 
Simultaneous REM and 
tumescence (min) —0.51 0.0001 46.0, 15.0 43.5. 15.5 24.3 14.9 12.7 0.0001 
Maximum tumescence (min) —0.44 0.0005 28.4, 22.2 20.6, 23.7 3.0 8.1 11.3 0.0001 
Tumescence/sleep time (%) —0.39 0.001 39.6, 11.6 39.8, 12.0 25.9 13.7 9.2 0.0003 
Degree 
Mean increase in circumfer- 
ence (mm) —0.34 0.0006 19.7, 3.9 21.9, 4.6 14.4 5.9 13.7 0.0001 
Maximum increase in circum- 
ference (mm) —0.34 0.0006 23.2; 4.5 25.1, 5.2 17.1 7.4 11.3 0.0001 


*Bonferroni significance level of 0.0031 (0.05/16) is required to achieve an overall type I error of 0.05. 


Matching subscripts indicate nonsignificant differences according to multiple comparisons. Subscripts are not used for cases where the 


Bonferroni-corrected p values are nonsignificant. 


erectile problems, but not desire or ejaculatory diffi- 
culties, were negatively related to nocturnal penile tu- 
mescence variables. Several of the relations between 
behavior and nocturnal penile tumescence measures 
maintained their significance after adjustment for age 
differences by means of multiple regression. Maximum 
time comfortable without sex remained related to 
number of erectile episodes during REM sleep (t—2.2, 
df=50, p«0.03); degree of erections during coital at- 
tempts continued to be related to total frequency of 
erectile episodes (t=2.1, df=53, p«0.04), episodes of 
maximum tumescence per night (t=2.4, df=53, 
p<0.02), duration of maximum tumescence (t=2.4, 
df=53, p<0.02), and maximum increase in penile cir- 
cumference (t=1.9, df=53, p«0.05). Frequency of 
reported nocturnal erections remained related to 
frequency of tumescent episodes per night (t=2.2, df= 
54, p«0.03), duration of tumescence (t=2.4, df=54, 
p<0.02), and percentage of sleep associated with tu- 
mescence (t=2.6, df=54, p<0.01). The relation be- 
tween erectile problems and nocturnal penile tumes- 
cence measures lost its significance after age 
adjustment with regression analysis. Ratings of sexual 
pleasure and satisfaction assessed with the psychosex- 
ual questionnaire were not associated with any noc- 
turnal penile tumescence measure. 
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DISCUSSION 


Research on aging men has consistently demon- 
strated a decline in sexual function with advancing age 
but also considerable variability within age groups. 
Longitudinal studies conducted at Duke University 
identified characteristic patterns of change over time; a 
significant percentage of men showed stable and even 
rising levels of sexual desire and behavior as they aged 
(3). Overall health ratings at the time of the study and 
the level of sexual activity during younger years were 
among the factors that most contributed to differences 
in sexual behavior during middle and old age (20). 
Martin (21) also reported evidence of a relation be- 
tween physical well-being and sexual responsiveness 
and activity in the Baltimore Longitudinal Project. 
Ratings of health and well-being in relation to male 
sexuality were mostly of a global nature, and the ex- 
tent to which medical illness, pharmacological agents, 
and psychopathology may have contributed to individ- 
ual differences in sexual function in these studies and 
in the surveys conducted by Kinsey et al. (1), Brecher 
(22), and Starr-Weiner (23) remains unclear. Recent 
cross-sectional studies (24, 25) conducted in medical 
centers have emphasized the importance of poor health 
status, vascular and hormonal conditions, and stress in 
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the decline of sexual function and the presence of erec- 
tile impotence in aging men. 

A central aim of the present investigation was to 
study the effect of aging on male sexuality by minimiz- 
ing the possible effects of illness and medication on the 
results. During the initial telephone screening, the psy- 
chosexual assessment of both partners, the medical 
and urological evaluation, and the SADS-L interview, 
considerable attention was paid to ruling out medical 
conditions, drug intake, and psychopathology (i.e., 
clinical depression and organic mental disorders) that 
could have affected sexual function. Determination of 
levels of thyroid hormones and thyroid binding glob- 
ulin and sequentia] measurement during the night of 
luteinizing hormone, prolactin, and total and bioavail- 
able testosterone excluded possible endocrinopathies. 
The measurement of penile blood pressure identified 
only three subjects with penile-brachial indexes less 
than 0.75 (4.696 of the subject sample), and only one 
of these men complained of erectile difficulties. Since 
no invasive diagnostic procedures were carried out (in 
order to maximize volunteering for the study), the pos- 
sibility of unrecognized pathology in at least some of 
the volunteers cannot be excluded. 

The results in this sample of individuals showed a 
consistent decrease with age in sexual desire, sexual 
arousal, and sexual activity. In keeping with previous 
reports, sexual interest, responsiveness, and activity 
were observed among the oldest subjects in the study. 
The sexual problem most frequently reported by cou- 
ples in the oldest age group was erectile difficulties, but 
it is interesting that despite the lessening in sexual 
function, the man's enjoyment in marital sex and his 
satisfaction with his own sexuality did not change with 
age. This may reflect the particular characteristics of 
this sample of men in stable and committed relation- 
ships, who were, by and large, more attracted to the 
study by the wish to learn about factors contributing 
to health and well-being than by marital or sexual 
concerns. 

The assessment of sleep erections provides an objec- 
tive indicator of age-related changes in sexual function 
in men. Studies that have evaluated nocturnal penile 
tumescence in healthy aging men are remarkably few 
despite the frequent use of this method for the differ- 
ential diagnosis of erectile impotence. We found a sig- 
nificant age-related decrease in frequency and duration 
of nocturnal erectile episodes, in keeping with the ob- 
servations of Kahn and Fisher (9) and Karacan et al. 
(26) and recent findings from our laboratory (11). To- 
tal sleep time and sleep efficiency decreased with age, 
but the continued significance of the age-related dec- 
rement in duration of tumescence after adjustment for 
sleep time supports the existence of distinct ontoge- 
netic changes in nocturnal penile tumescence independ- 
ent from variations in sleep. Conclusions drawn from 
cross-sectional studies are limited, however, by the im- 
possibility of differentiating age-related behavioral and 
psychophysiological changes from cohort effects. 

To our knowledge, this is the first study that has 
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explored systematically tae relation between male sex- 
uality dimensions and nocturnal penile tumescence 
measures in physically healthy individuals. The notion 
that nocturnal penile tumescence may reflect central 
neurobiological processes which find expression in 
variations in sexual desire, pleasure, or satisfaction 
was only partially supported by the results. Only sex- 
ual desire, defined as the maximum time the subject 
said he was comfortable without sex, was related to 
frequency, duration, and degree of nocturnal penile 
tumescence variables, but statistical significance after 
age adjustment became l:mited to one nocturnal penile 
tumescence variable: frequency of erectile episodes 
during REM. Age appeared as an important factor in 
the close association berween several waking arousal 
and activity measures and nocturnal penile tumescence 
measures. With the exception of reported frequency of 
nocturnal erections and degree of coital erections, 
most correlations between behavior and nocturnal pe- 
nile tumescence lost their significance after age was 
controlled for. The observation that the relation be- 
tween prevalence of erectile problems and nocturnal 
penile tumescence measures also was no longer signifi- 
cant after adjustment for age suggests that age needs to 
be taken into account in the diagnostic interpretation 
of nocturnal penile tumescence in older individuals. It 
is of interest in this regard that there were no statistical 
differences in nocturnal penile tumescence measures 
between the 12 men who reported difficulty in achiev- 
ing insertion in 5096 or more of coital attempts and an 
age-matched group of 12 nondysfunctional men in the 
same study. It also deserves note that these two groups 
did not differ in measu-es of marital adjustment and 
satisfaction assessed independently in husbands and 
wives by means of the Locke-Wallace test and the Dy- 
adic Adjustment Scale. Both groups scored within one 
standard deviation of the normative samples for these 
tests. 

We have previously discussed (11) the difficulty of 
assessing penile rigidity with the buckling method in 
older healthy men because of unstable penile rigidity at 
the moment of testing. Methods for monitoring penile 
rigidity without disturb:ng sleep have been developed, 
but adequate validity and reliability data are lacking 
(27). For this reason, we have continued to rely on 
visual estimations of dezree of erection by subject and 
investigator and on photographic documentation. The 
lack of evidence of sleep erections in the majority 
of subjects above age 65, including men from couples 
who reported independently from each other that they 
were able to have intercourse on a regular basis, may 
be explained by the more intense inhibitory effects of 
anxiety and embarrassment induced by the experimen- 
tal situation on older men. An alternative explanation 
is that nocturnal penile tumescence decrements may 
reflect age-related changes in central neurobiological 
processes which mediate internally generated sexual 
arousal. This may lead to an increasing dependence on 
the added synergistic e£ect of direct penile stimulation 
for the development of reflexogenic erections in aging 
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individuals. Further research is required in this area of 
basic and clinical importance for the understanding of 
the sexuality of aging men and the management of its 
problems. Observations from healthy older couples 
who continue to engage in satisfying sexual intercourse 
in the face of significant decrements in erectile function 
suggest that it may be as important to focus attention 
on attitudinal factors and coping strategies as it is to 
study the mechanisms involved in erectile capacity. 
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Estimating the Number of Suicides Among Vietnam Veterans 


Daniel A. Pollock, M.D., Philip Rhodes, M.S., Coleen A. Boyle, Ph.D., 
Pierre Decoufle, Sc.D., and Daniel L. McGee, Ph.D. 


Unconfirmed reports that 50,000 or more Vietnam 
veterans have committed suicide give the impression 
that these veterans are at exceedingly high risk of sui- 
cide compared with other veterans and nonveterans of 
the same age. On the basis of projections from two 
population-based mortality studies, the authors estt- 
mate that fewer than 9,000 suicides occurred among 
all Vietnam veterans from the time of discharge 
through the early 1980s. The sixfold or greater relative 
risk of suicide implied by the unsubstantiated suicide 
death tolls is also demonstrated to be incompatible 
with the findings of epidemiologic studies of mortality 
risk among Vietnam veterans. 

(Am J Psychiatry 1990; 147:772—776) 


he Vietnam war’s impact on the mental health of 

its U.S. veterans concerns those veterans and con- 
tinues to receive considerable popular and scientific 
attention. Although there is a general consensus that 
some Vietnam veterans have experienced disabling or 
devastating psychiatric problems, the total number of 
veterans affected remains unknown (1). Here we ad- 
dress the widely publicized claim that suicide has oc- 
curred in epidemic proportions among Vietnam veter- 
ans, resulting in 50,000 or more deaths. 

During the peak years of U.S. military involvement 
in Vietnam, from 1965 through 1973, more than 8.5 
million U.S. military personnel served worldwide, and, 
of that total, approximately 2.6 million served in Viet- 
nam (2, 3). More than 99% of the U.S. forces in Viet- 
nam were male, and 8096 served in the Army and 
Marine Corps (4, 5). Approximately 85% of U.S. mil- 
itary personnel who served in Vietnam were 18 to 35 
years old at the time of service (2). Enlisted men in the 
lowest pay grades (E1 to ES) bore the brunt of combat 
exposure, and more than 80% of the combat deaths 
occurred in this group (6). A 1-year tour of duty in 
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Vietnam was typical for the U.S. military personnel 
who served there (7). 

Reports of large numbers of suicides among Viet- 
nam veterans began to appear in 1980. In that year, a 
manual on the treatment of posttraumatic stress dis- 
order (8) included the statement that more Vietnam 
combat veterans had committed suicide since the war 
than were killed in Vietnam. In 1981,:a Seattle news- 
paper reporter (9) wrote that since their return from 
Vietnam more than 50,000 veterans had committed 
suicide. The reported number of suicides in a 1985 
magazine article was 58,000 (10), and it was 60,000 or 
more in books published in 1986 (11) and 1987 (12). 
In 1987, a lecturer in a college history course on the 
war stated on a network television news broadcast 
(13) that more than 100,000 Vietnam veterans had 
committed suicide. In 1988, a network television news 
anchorman (14) asserted that between 26,000 and 
100,000 suicides had occurred among Vietnam 
veterans "depending on what reputable source you 
believe." 

These reports, frequently presented in the context of 
tragic anecdotes, have left an impression that Vietnam 
veterans are at an exceedingly high risk of suicide com- 
pared with other veterans and nonveterans of the same 
age. Despite wide dissemination through the news me- 
dia, these previous claims regarding the number of 
Vietnam veteran suicides were not based on data from 
studies of mortality among Vietnam veterans. 

In this study we assessed the validity of the reported 
suicide death tolls with a two-part analysis. First, we 
estimated the number of suicides that have occurred 
among the 2.6 million Vietnam veterans. Because no 
national source of cause-of-death data specific to vet- 
erans of the Vietnam war exists, our estimates are 
based on the suicide rates observed in two population- 
based cohort studies, one conducted by the Centers for 
Disease Control (CDC) (15, 16) and the other by the 
Wisconsin Division of Health (17). 

Although other epidemiologic investigations of Viet- 
nam veterans have been completed, those studies did 
not provide mortality rates and, therefore, could not 
be used in the first part of our analysis. 

In the second part of the analysis, we evaluated the 
risk implications of reports that 50,000 or more Viet- 
nam veterans have committed suicide. We examined 
U.S. population and mortality data to clarify the mag- 
nitude of the implied risk. We compared the implied 
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risk with results from all studies of mortality among 
U.S. veterans of the Vietnam war published through 
1989 except for a study of a relatively small, highly 
select cohort of Air Force personnel who conducted 
herbicide dissemination missions (18). 


METHOD 
Estimates of the Total Number of Suicides 


The methods of the CDC and Wisconsin investiga- 
tions, described in detail elsewhere (15—17), are sum- 
marized here. The CDC’s Vietnam Experience Study 
included a retrospective cohort examination of mor- 
tality among a randomly selected group of 18,313 
Vietnam-era U.S. Army veterans, 9,324 of whom 
served in Vietnam. Eligibility was limited to male vet- 
erans who entered the Army for the first time between 
1965 and 1971, served a single term of enlistment, 
were discharged alive, and separated from the service 
in the pay grades E1 to ES. Potential participants were 
randomly selected from approximately 4.9 million 
Vietnam-era Army veterans whose military records are 
on file at the National Personnel Records Center. This 
sampling frame represents the vast majority of all Viet- 
nam-era Army veterans who served a single term of 
enlistment. Follow-up for mortality extended from the 
date of discharge through Dec. 31, 1983. 

The CDC used multiple sources of information to 
identify men who died after discharge, and vital status 
was confirmed for 93.6% of the Vietnam veterans. The 
mean number of years of follow-up for the Vietnam 
veterans was 13.7 years. To evaluate the death certif- 
icate diagnoses, the CDC sought all additional medical 
and legal records pertaining to the cause of death. A 
medical review panel, without knowledge of either the 
cause-of-death statements on the death certificate or 
the decedent’s place of service, assessed the cause of 
death on the basis of the supplementary information. 

The Wisconsin investigators followed up all male 
veterans who had served for 180 days or longer be- 
tween 1964 and 1975 and who resided in Wisconsin at 
the time of discharge. Researchers identified the study 
population of 43,398 Vietnam veterans and 78,840 
non-Vietnam veterans by reviewing U.S. Department 
of Defense discharge records on file at the Wisconsin 
Department of Veteran Affairs. The study group in- 
cluded Army, Navy, Marine, and Air Force veterans 
and comprised more than 75% of all male Wisconsin 
Vietnam-era veterans. Follow-up for mortality ex- 
tended through Dec. 31, 1984, and consisted of a re- 
view of Wisconsin mortality data tapes and registries 
of veterans’ deaths. The mean length of follow-up was 
13 years. Vital status was confirmed for 94.4% of the 
Vietnam veterans. Cause of death was based on death 
certificate data. 

We used the suicide rates observed among the Viet- 
nam veterans studied in the CDC and Wisconsin in- 
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vestigations as the basis for estimating the number of 
suicides that occurred among the 2.6 million U.S. 
veterans of the war. We calculated the 95% confi- 
dence intervals around the point estimates using large 
sample maximum likelihood results for Poisson ran- 
dom variables (19). 


Risk Assessment Based on Claims of 50,000 or More 
Suicides 


To estimate the relative risk of suicide for Vietnam 
veterans implied by the reports of 50,000 or more sui- 
cides, we used data from the U.S. Department of De- 
fense and the U.S. Bureau of the Census to enumerate 
two populations at risk, Vietnam veterans and other 
U.S. men of similar age who did not serve in Vietnam 
(2, 20, 21). Men in these two groups comprise the 
Vietnam veterans’ birth cohort, which we defined as all 
U.S. men who were 18 to 35 years old at some time 
during the period 1965—1973. From the National Cen-, 
ter for Health Statistics mortality data tapes, we ob- 
tained the total number of suicides that occurred from, 
1966 through 1985 among this cohort. Solely for the 
purpose of analyzing claims regarding the number of 
Vietnam veteran suicides, we assumed that 50,000 of 
these deaths occurred among Vietnam veterans and 
that the remainder occurred among other U.S. men of 
similar age. We then estimated the risk of suicide for 
Vietnam veterans and other men by dividing the num- 
ber of suicides by the population at risk. We calculated 
the implied relative risk of suicide for Vietnam veter- 
ans by dividing their risk by the risk for other men. 


RESULTS 
Estimates of tbe Total Number of Suicides 


The CDC obtained copies of death certificates for 
239 of 246 Vietnam veteran deaths. These records in- 
dicated that there were 29 suicides. The medical panel 
reviewed 233 of the Vietnam veteran deaths and de- 
termined that the original death certifiers should have 
recorded four additional deaths as suicides. The panel 
confirmed all of the original determinations of suicide 
except for the death of one Vietnam veteran for whom 
no supplementary information was available. Thus, 
the panel determined that there were 32. suicides. On 
the basis of the death certificates and medical panel 
determinations, the suicide rates per 100,000 person- 
years were 22.7 and 25.1, respectively. Projecting these 
rates to the total Vietnam veteran population, we es- 
timated the number of suicides through 1983 to be 
8,086 on the basis of death certificate data and 8,941 
on the basis of medical panel determinations. The 
bounds of the 9596 confidence intervals were 5,619—- 
11,635 and 6,310—12,618, respectively. 

The Wisconsin researchers ascertained that there 
were 927 deaths from all causes among the Vietnam 
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TABLE 1. Estimated Relative Risk of Suicide for Vietnam Veter- 
ans Based on Clalms of 50,000 Sulcides" 


Relative 
Suicide Population Risk 
Group Estimate Estimate Estimate 
Vietnam veterans 50,000 2,600,000 6.6 
Other U.S. men 101,718 35,100,000 1.0 
Total 151,718 37,700,000 — 


"Relative risk estimate is for 1966—1985. Other U.S. men are men 
who were 18 to 35 years old at some time in the peak years of U.S. 
military involvement in Vietnam, 1965—1973. 


veteran group, including 150 suicides. We projected 
the suicide rate of 26.6 per 100,000 person-years to 
the total Vietnam veteran population and estimated 
that 8,991 suicides occurred through 1984. The lower 
and upper bounds of the 95% confidence interval were 
7,658 and 10,546. 


Risk Assessment Based on Claims of 50,000 or More 
Suicides 


In the general U.S. population there were 37.7 mil- 
. lion men, including armed forces overseas, in the Viet- 
nam veterans’ birth cohort (table 1) (20, 21). If claims 
that 50,000 Vietnam veterans had committed suicide 
were accurate, then 101,718 suicides would have 
occurred among other men in the cohort. By impli- 
cation, the risk of suicide for Vietnam veterans during 
the period 1966—1985 would have been 6.6 times the 
risk encountered by their peers in the general U.S. 
population. 


DISCUSSION 


We can compare the magnitude of the risk implied 
by the reported suicide death tolls with results from all 
state and national studies of mortality among U.S. vet- 
erans of the Vietnam war published through 1989 (ta- 
ble 2) (15—17, 22-26). Although these investigations 
differ with respect to study group selection criteria, 
choice of referent group, length of follow-up, and 
methods of measuring relative mortality experience, 
none of the results support a risk of suicide for Viet- 
nam veterans six or more times as high as the risk for 
other men of similar age. The findings suggest that the 
Vietnam veterans’ risk of suicide was at most one and 
one-half times that of other men of similar age during 
the postservice period. 

The Wisconsin researchers (17) found that Vietnam 
veterans had a 7% to 22% higher risk of suicide than 
Wisconsin veterans who served elsewhere during the 
Vietnam era, Wisconsin nonveterans, and U.S. men. 
The CDC (15, 16) found that over the entire follow-up 
, period the risk of suicide among Vietnam veterans was 
no higher than the risk encountered by other Vietnam- 
era veterans. A higher rate of suicide was observed 
among Vietnam veterans during the first 5 years after 


774 


discharge from active duty, but thereafter Vietnam vet- 
erans were at relatively low risk of suicide. In the larg- 
est study conducted to date (26), Veterans Administra- 
tion investigators studied the patterns of death of 
24,000 U.S. Army and Marine Vietnam veterans. They 
found a 7% lower risk of suicide among Vietnam vet- 
erans (both Army and Marines) than among veterans 
who served elsewhere during the Vietnam era. 

On the basis of projections of the suicide rates ob- 
served in the CDC and Wisconsin studies to the entire 
Vietnam veteran population, we suggest that 8,000 to 
9,000 Vietnam veterans committed suicide between 
their discharges and the early 1980s. However, extrap- 
olations from these two investigations could be in er- 
ror for one or more of the following reasons. 

First, neither study group was selected from the total 
population of Vietnam veterans. The CDC sample was 
randomly selected and nationally based, but it in- 
cluded only men who had served a single term in the 
enlisted ranks of the Army. The Wisconsin study in- 
cluded veterans of all branches of the armed forces and 
officers, but the investigation was confined to residents 
of a single state. However, even with these differences, 
the two studies yielded similar suicide rates and pro- 
jected totals. 

Second, because vital status was not confirmed for a 
small proportion of the veterans in each investigation, 
additional suicides coulc have occurred. However, we 
doubt that the estimated number of suicides would be 
substantially increased if vital status was confirmed for 
all veterans. For example, in the CDC study, 590 Viet- 
nam veterans had unce-tain vital status. Even if the 
rate of suicide in this group was two to three times the 
rate among those with known vital status, there would 
have been only five to seven additional suicides. The 
projected number of suicides through the end of 1983 
then would be 10,000 to 11,000. 

Finally, the projections based on the CDC and Wis- 
consin studies could be underestimates if substantial 
numbers of Vietnam veteran suicides were not re- 
ported as suicides on death certificates. Although sui- 
cide investigators generally consider suicide to be un- 
derreported, additional systematic research is needed 
to clarify the extent of the problem (27). Suggestions 
that there have been twice as many suicides as officially 
reported in vital statistics appear to be largely specu- 
lative (28, 29). Studies of fatal collisions involving a 
single motor vehicle show that 5% or fewer of these 
deaths are actually suicides (30, 31). Results of an 
analysis of potential misclassification of suicides as 
deaths due to other causes indicate that official U.S. 
mortality tabulations understate the number of sui- 
cides by, at most, 1096 of the actual total (32). In an 
investigation of suicide in a single U.S. county (33), 
researchers identified 236 suicides from a review of 
death certificates and searched supplementary records 
for additional suicides among persons whose death 
certificates did not indicate suicide. The researchers 
identified 38 additionzl suicides, 16% of the total 
based on the death cert-ficates alone. Results of a sim- 
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TABLE 2. Mortality Studies Comparin ng Vietnam Veterans’ Risk of Sulcide With the Risk for Other Vietnam—Era Veterans, Nonveterans, 


and the General U.S. Male Population 


Study 


Vietnam veterans versus other Vietnam-era veterans 


Basis of Risk Analysis 


Comparative Risk for 
Vietnam Veterans 
(95% confidence intervals)" 


New York (22) Proportionate mortality 1.24 (0.88—1.75) 
Massachusetts (23, 24) Proportionate mortality 1.24 (0.98—1.56) 
Wisconsin (17) Proportionate mortality 0.98 (0.84—1.15) 

Mortality rate 1.14 (0.97—1.34) 
Centers for Disease Control (15, 16) Mortality rate 0.98 (0.58-1.65) 


Veterans Administration (26) 


Vietnam veterans versus nonveterans 


Proportionate mortality, Army veterans 
Proportionate mortality, Marine veterans 


0.93 (0.88—0.98) 
0.93 (0.86—1.01) 


Massachusetts (23, 24) Proportionate mortality 1.46 (1.02—2.08) 

West Virginia (25) Proportionate mortality 1.11 (0.85—1.44) 

Wisconsin (17) Proportionate mortality 1.22 (1.04—1.43) 
Mortality rate 1.18 (1.00—1.39) 

Vietnam veterans versus the general U.S. male ' ' 

population 

Wisconsin (17) Mortality rate 1.07 (0.90—1.25) 

Centers for Disease Control (15, 16) Mortality rate 0.99 (0.66—1.42) 


" All study results are based on cause-of-death determinations by the original death certifiers. In the CDC (15, 16) and Wisconsin (17) studies, 
both the number of deaths and the number of men at risk of death were available. Thus, for these two studies, the results reflect the magnitude 
of the mortality rates in the Vietnam veteran and comparison groups. In the other four studies and in a preliminary phase of the Wisconsin 
study, only the number of deaths was available. Thus, for these studies, the comparative risk statements reflect the proportion of deaths due 


to a specific cause rather than mortality rates for the cause of interest. 


Ninety-five percent confidence intervals reported by the investigators in the cited references. 


ilar review of supplementary cause-of-death data in the 
CDC study of Vietnam veterans were: comparable to 
the findings of the county-level study. The number of 
Vietnam veteran suicides that were attributed to other 
causes of death by the original certifiers was approxi- 
mately 14% of the official suicide total. 

Our estimates indicate that fewer than 9,000 sui- 
cides occurred among all Vietnam veterans at a time 
when there were claims of at least five times as many 
such deaths. Although some additionalsuicides could 
have occurred, we found no evidence to-confirm the 
large numbers of suicides that have been reported in 
the print and broadcast news media. ` 

Death counts are often highlighted in news reports 
to summarize the impact of a hazardous exposure or as 
a shorthand form of communicating health risks to the 
public (34). A pitfall in this type of presentation is that 
overenumeration of deaths can erroneously amplify 
the magnitude of a risk (35). Widely disseminated re- 
ports of the Vietnam war's adverse impact on the men- 
tal health of its U.S. veterans have featured suicide 
death counts to convey the severity and extent of the 
veterans’ psychiatric problems. In the absence of either 
aggregate cause-specific mortality data for Vietnam 
veterans or scientifically based estimates of the number 
of Vietnam veteran suicides, these accounts have pre- 
sented unconfirmed suicide death tolls as fact. In effect, 
these reports have disregarded the results of epidemi- 
ologic assessments of the risk of suicide among Viet- 
nam veterans. While the results of several studies sug- 
gest that Vietnam veterans are at higher risk of suicide 
than other veterans or nonveterans of similar age, the 
Vietnam veterans’ risk was generally less than 25% 
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higher, a modest difference. The findings of other stud- 
ies indicate that Vietnam veterans are at no higher risk 
of suicide than their peers. 

The results of epidemiologic investigations (36—41) 
provide evidence that Vietnam veterans are at higher 
risk for depression, anxiety, posttraumatic stress dis- 
order, and alcohol-related problems than are veterans 
of the same age who served elsewhere or nonveterans 
in the general U.S. population. The findings of general 
population studies demonstrate that psychiatric ill- 
nesses, particularly depression and other affective dis- 
orders, are leading risk factors for suicide. However, 
risk factors for suicide differ in importance according 
to the group of individuals under consideration (42). 
For example, although major depression occurs two to 
three times more frequently among women than 
among men (43), men commit suicide more than three 
times as often as women (44). It may be that risk fac- 
tors for suicide other than psychiatric illnesses are 
more important for men than for women (27). 

Twenty-five years after the initial commitment of 
U.S. ground combat forces to Vietnam, some veterans 
of the war continue to experience serious psychiatric 
problems. We recommend continuation of efforts to 
identify and treat those veterans. 

However, we have found no evidence to jubstindisté 
the claim that Vietnam veterans have experienced a 
sustained epidemic of suicide in which 50,000 or more 
veterans have died. 
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Serum Prolactin Levels During Extended Cocaine Abstinence 


Conrad M. Swartz, Ph.D., M.D., Kevin Breen, B.A., and Filippa Leone, B.Ed. 


Following a report indicating almost a 100% risk 
for byperprolactinemia in cocaine users after 1 month 
of abstinence, the authors determined the serum pro- 
lactin concentrations of 23 male inpatients who had 
abstained from cocaine for 2-43 weeks. None showed 
high prolactin levels; this places the incidence below 
12.3% with 95% confidence. These results imply that 
persistent hyperprolactinemia requires a medical ex- 
planation other than cocaine abstinence itself. 

(Am J Psychiatry 1990; 147:777—779) 


A report that virtually all abstinent male cocaine 
abusers exhibit persistent hyperprolactinemia (1) 
tacitly implied the need for routine determination of 
serum prolactin levels in suspected as well as known 
drug abusers. To test this need, we surveyed serum 
prolactin levels in an inpatient group of abstinent co- 
caine abusers. 


METHOD 


The subjects were male inpatients of substance 
abuse rehabilitation programs of a university-affiliated 
veterans hospital on 1 particular day. We selected vol- 
unteers who claimed to have stopped using cocaine less 
than 6 months before admission after having used it at 
least once a week for 6 months or more. 

All 23 subjects had abstained from taking drugs and 
alcohol since hospital admission; this was ensured by 
multiple precautions: confinement, continuous, close 24- 
hour supervision, high alertness by the staff and other 
patients to altered mental states, and routine examina- 
tions and urine drug screenings at random and upon the 
patients’ return from outings. These therapeutic commu- 
nity programs enforce conformity to a comprehensive set 
of conduct rules; patients are discharged for any evidence 
of drug use or other infraction. 

Serum prolactin levels were sampled at 9:00 a.m. or 
2:00 p.m. by random assignment. The subjects were 
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interviewed to determine their previous exposure to 
cocaine: weekly average intake, maximum in 1 day, 
duration of use, and total intake (calculated as dura- 
tion of use multiplied by average intake). The route of 
intake was recorded for patients on one particular 
ward, Serum prolactin levels were determined with the 
use of a radioimmunoassay kit (Diagnostic Products, 
Los Angeles); the normal range for men is 0—15 ng/ml. 


RESULTS 


All serum prolactin levels were within normal limits 
(see table 1); the mean X SD was 6.1+3.0 ng/ml. For an 
outcome of 0 for 23 trials, the incidence of hyperpro- 
lactinemia is below 12.396 with 9596 confidence and 
below 18.2% with 99% confidence (binomial distri- 
bution). There was no relationship between prolactin 
level and any measure of cocaine exposure. Blood sam- 
pling time did not affect prolactin levels; 9:00 a.m. and 
2:00 p.m. means+SD were 6.1+3.6 and 6.6:-2.1 ng/ 
ml, respectively (t=0.36, df=20, p=0.72, two-tailed 
test). 

Subjects claimed mean+SD cocaine abstinence of 
16.3+10.3 weeks (median=17) and had been hospi- 
talized for 13.3+8.3 weeks (median=13). Of the 15 
patients questioned, 20% (N=3) took cocaine intra- 
nasally, 73% (N=11) smoked it, and 60% (N=9) in- 
jected it; the corresponding prolactin levels were vir- 
tually identical (6.7, 6.3, and 6.9 ng/ml), although 
40% (N=6) used more than one route. 


DISCUSSION 


The results indicate that high prolactin levels are not 
common after cocaine administration and abstinence 
effects have passed. These results extend previous ob- 
servations (2, 3) beyond 1 month; indeed, levels below 
5 ng/ml in 35% of 15 male outpatients (2) and in 26% 
(N=6) of our 23 subjects suggest prolactin depletion. 
Our results provide strong evidence that the high pro- 
lactin levels seen in men during the first month of co- 
caine abstinence (1, 4-6) were temporary or resulted 
from influences other than cocaine. Possible influences 
include customary cocaine adulterants (7—10) (e.g., 
lidocaine, carbohydrates, phenylpropanolamine, caf- 
feine, quinine, strychnine, and heroin), which were not 
discussed in prior reports (1—6) and can vary. Prolactin 
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TABLE 1. Serum Prolactin Levels and Cocaine Exposure of 23 Abstinent Cocaine Abusers 


Cocaine Use Time: 
Serum 

Prolactin Greatest Average In 

Level Duration Ámount Ámount Abstinent Hospital 

Patient (ng/ml) (years) (g/day) (g/week) (weeks) (weeks) 
1 7 2 3 1 . 21 14 
2 5 2 7 49 28 8 
3 2 2.5 1.5 135 21 20 
4 8 5 0.5 T 17 12 
5 6 0.6 3 5 43 18 
6 8 2 4 10 26 26 
7 6 6 10 14 28 28 
8 2 1 3 21 13 13 
9 6 18 7 3,5 21 20 
10 8 13 — 14 24 24 
11 8 15 6 5 21 21 
12 5 5 5 1 13 11 
13 10 3.2 3 2 16 16 
14 10 8 3 5 17 16 
15 6 4 6 0.5 12 12 
16 3 4 1.8 3.8 23 23 
17 3 2 1.3 0.25 2 2 
18 8 5 16 3 4 4 
19 5 5 3.2 6 4 3 
20 13 1 4 2 5 5 
21 2 1 1.8 2 4 2 
22 1 6 3.5 14 5 3 
23 9 5 6 3 6 5 


secretion can also be affected by cigarette smoking 
(11), protein malnutrition (12), high-protein meals 
(13), exercise (14, 15), psychological stress (16), hypo- 
glycemia (14), neuroleptics (17), seizures (18), micro- 
scopic adenomas (19), subclinical hypothyroidism 
(20), wounds (14), liver disease (16), and licorice (16). 

The hyperprolactinemia that has been reported is 
dramatic. Thirteen of 14 male subjects (1) maintained 
hyperprolactinemia throughout 4 weeks of abstinence, 
with a mean prolactin level 370% above the meas- 
urements in the present study (t=9.49, df=35, 
p<0.000001) and 567% above the levels of our seven 
subjects who had been abstinent 6 weeks or less 
(t=5.88, df=19, p=0.00001). In one study (6), pro- 
lactin levels above 13.5 ng/ml occurred in 39% of 20 
male and 13 female inpatients. Similarly, in another 
study (4), five males and three females whose selection 
and cocaine abuse were not detailed showed serum 
prolactin concentrations approximating the maximum 
levels that can be provoked in the absence of endocrin- 


opathy (17, 21); analogous to the induction of mi-: 


croadenoma by estrogen (19), prolactin-secreting pitu- 
itary cells might have proliferated in response to a 
cocaine adulterant. 

The presence of hyperprolactinemia has been cited 
as the reason that administration of the dopamine ag- 
onist bromocriptine will attenuate cocaine craving (4, 
5, 22, 23); however, blood prolactin levels do not re- 
flect limbic dopaminergic neurotransmission (17, 24). 
Further, parkinsonian signs of extrapyramidal dopa- 
mine deficiency have not been reported in abstinent 
cocaine abusers, nor have we seen such signs. Finally, 
the finding that plasma concentrations of dopamine 
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metabolites in abstinent cocaine abusers were normal 
(25) suggests the absence of dopamine deficiency. In 
sum, the presence of hyperprolactinemia is not a ra- 
tionale for using bromocriptine to maintain cocaine 
abstinence, whether or not it works. Conversely, bro- 
mocriptine might work in patients with normal pro- 
lactin levels. 

Continuation of cocaine abstinence and attenuation 
of cocaine cravings are surely important goals. The 
present results do not make these easier to achieve, but 
they do suggest that hyperprolactinemia in an absti- 
nent cocaine abuser requires a medical explanation 
other than cocaine abstinence itself. 
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Risk Factors and Correlates of Severe Psychiatric 
Disorders in a Sample of Inpatient Children 


Javad H. Kashani, M.D., Alison C. Dandoy, M.A., Alzira F. Vaidya, M.D., 
Stephen M. Soltys, M.D., and John C. Reid, Ph.D. 


This study used three informants to assess pervasive- 
ness of psychopathology in a sample of 100 psychiat- 
rically hospitalized children. Analyses of risk factors 
for severely disturbed and less disturbed children re- 
vealed that hopelessness, anxiety, low self-esteem, un- 
disciplined personality profile, and negative life events 
differentiated the severely disturbed group from the 
less disturbed group. Implications of these findings are 
discussed, with an emphasis on the importance of fo- 
cusing on degree of psychopathology with regard to 
risk factors. 

(Am J Psychiatry 1990; 147:780—784) 


he early beginnings of psychiatry’s interest in fac- 

tors that lead to psychopathology are evident in 
the work of the field’s most prominent figures. For 
example, Freud’s research pertaining to the risk of de- 
veloping symptoms of hysteria constitutes a milestone 
for psychiatry (1). Similarly, Kraepelin in 1919 pre- 
sented his view of possible risk factors of dementia 
praecox (2), Adolf Meyer (3) was the first to perceive 
stressful events as having maladaptive consequences; 
his method was the forerunner of current life events 
schedules. Hence, investigators have been trying for a 
long time to develop predictors of a later diagnosis of 
psychiatric disorders from behavior. 

In research pertaining to childhood psychopathol- 
ogy, risk factors have been defined as those factors 
which, if present, increase the likelihood of a child’s 
developing an emotional or behavioral disorder in 
comparison with a randomly selected child from the 
general population (4). The term “risk factor" has 
been problematic throughout the research on child- 
hood psychopathology, however, because of the mul- 
tiple meanings associated with it. Risk factors have 
been used to characterize a range of biological and 
social conditions that may be causes, correlates, or 
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even consequences of behavior (5). Modern-day meth- 
ods for identifying groups of children at risk for psy- 
chiatric disorders have included genetic risk models 
(6), the use of selected behaviors and special charac- 
teristics that represent potentially continuous domains 
of psychopathology, and the use of social and family 
environmental factors that suggest high risk (7). 

It has been found that boys are more likely than girls 
to be damaged by family discord (8). In some respects, 
boys may also be more susceptible to psychosocial 
trauma and physical stressors, although the reason for 
this trend needs to be investigated more fully (8). 

Other variables receiving increased attention in the 
literature are temperamental and personality traits. A 
child is more likely to be at risk if he or she has char- 
acteristics that make it difficult to cope with the de- 
mands and expectations present in his or her environ- 
ment (9). For example, the difficult child (e.g., highly 
irregular, unadaptable with negative mood) is likely to 
elicit critical reactions from his or her mother and is 
more liable to generate discord between the parents 
(10). The findings in a study by Terestman (11) 
showed that the temperamental traits of mood quality 
and intensity—as manifested in the behavior of chil- 
dren in nursery school settings—were powerful predic- 
tors of the development of behavior disorders. 

Along these same lines, hopelessness distinguishes 
between maladjusted and adjusted subjects (12). This 
negative and pessimistic view about the future is likely 
to affect interpersonal relationships as well as personal 
achievements. In addition, high hopelessness scores 
have been shown to be highly correlated with low self- 
esteem and suicidal intent (13). 

The purpose of the present study was to further elu- 
cidate the factors that are correlated with psychopa- 
thology in a clinical sample of children. We improved 
upon the typical sampling method evident throughout 
the literature. Most studies compare two groups on the 
basis of specific characteristics or on the basis of their 
patient status (e.g., clinical versus nonclinical sample). 
Hence, clinical subjects—regardless of degree of ill- 
ness—are usually grouped together. In contrast, this 
study is the first to distinguish an inpatient group on 
the basis of severity of psychopathology. This distinc- 
tion was determined on the basis of multiple informant 
agreement as to the existence of a DSM-III diagnosis. 
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Our investigation also aimed at determining factors 
that specifically relate to the most disturbed children in 
a clinical setting. Variables that were focused upon 
were personality characteristics (as described by the 
parent), self-concept scores, temperamental traits, and 
anxiety symptoms. 


METHOD 
Subjects and Procedure 


The sample consisted of 100 children admitted to an 
inpatient child psychiatry service within a community 
mental health center. To obtain our sample, 144 chil- 
dren consecutively admitted to the inpatient setting 
were evaluated. Subjects were then excluded from the 
sample either because of age (outside the 7—12-year 
age group) or because of a full-scale WISC-R score of 
less than 70. After 100 subjects had qualified for the 
study, the recruitment of subjects was stopped. All 
children and their parents consented to participation in 
the study. 

Of the 100 subjects, 73 were boys and 27 were girls; 
the children were 7—12 years old. Ninety-one percent 
were Caucasian, and 9% were black. (The catchment 
area was 90% Caucasian, 8% black, 1% Oriental, and 
1% Hispanic) According to Hollingshead and 
Redlich's classification of socioeconomic status (14), 
one child was in class I, five were in class II, 50 were in 
class III, 34 were in class IV, and 10 were in class V. 

The children were interviewed by a doctoral candi- 
date in clinical psychology trained to administer the 
Diagnostic Interview for Children and Adolescents and 
the Diagnostic Interview for Children and Adoles- 
cents—Parents Version during the first week of admis- 
sion to the inpatient unit. In addition, all parents were 
interviewed and completed self-report questionnaires. 


Rationale for Choosing the Sample 


It is a basic.assumption that child psychiatric inpa- 
tient services invariably include the most seriously dis- 
turbed and troubled children (15). However, in actu- 
ality an admission to a hospital may be dependent 
upon the availability of services, hospital policy and 
admission criteria, and recommendations by the phy- 
sicians and parents. Hence, it is entirely possible that a 
child with severe problems might not be admitted for 
inpatient treatment but that a child with a milder form 
of a psychiatric disorder would be admitted to an in- 
patient setting. | 

Because of the disparate entrance procedures, the 
present study did not assume that all patients who 
were admitted to an inpatient child psychiatry setting 
automatically had the most severe type of psychopa- 
thology. For the purposes of this study, a child's sever- 
ity of psychopathology was determined by the obser- 
vation of various informants in different settings. 
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Hence, the most troubled children in our sample were 
considered to be those who 1) had at least one DSM- 
III diagnosis based on the Diagnostic Interview for 
Children and Adolescents (child report), 2) provided 
enough symptoms to meet the criteria for at least one 
DSM-III diagnosis based on the Diagnostic Interview 
for Children and Adolescents—Parents Version (pa- 
rental report), and 3) received a DSM-III diagnosis 
(excluding adjustment disorder because of its mild na- 
ture) by the inpatient staffing team. The team was co- 
ordinated by a child psychiatrist and included a child 
psychologist, social workers, psychiatric nurses, occu- 
pational and recreational therapy staff, guidance coun- 
selors, and teachers. 

In sum, then, if a child had a DSM-III diagnosis 
based on the Diagnostic Interview for Children and 
Adolescents, the Diagnostic Interview for Children and 
Adolescents—Parents Version, and team determina- 
tion, this child was considered to have a severe type of 
psychopathology. Subjects who did not have a DSM- 
III diagnosis as determined by all three sources were 
considered to have less severe psychopathology. 


Instruments and Statistical Analyses 


Children in our study completed the Piers-Harris 
Children's Self-Concept Scale (16), the Revised Chil- 
dren's Manifest Anxiety Scale (17), the Hopelessness 
Scale for Children (13), the Life Events Checklist (18), 
and the Dimensions of Temperament Survey (19). Par- 
ents completed the Personality Inventory for Children 
(20). 

Interval data were analyzed by the Mann-Whitney U 
test; dichotomous data were analyzed by chi-square 
tests with Yates’ correction. A stepwise logistical re- 
gression analysis was performed. The model retained 
four independent variables: the Personality Inventory 


for Children—undisciplined factor, the Dimensions of 


Temperament Survey—mood factor, negative life 
events score, and sex of the child. The Bonferroni- 
corrected probability levels for the analyses of the Per- 
sonality Inventory for Children, the Piers-Harris scale, 
and the children’s manifest anxiety scale were 0.004, 
0.008, and 0.01, respectively. However, we report 
only the obtained probabilities. 


RESULTS 


Fifty-nine of the 100 children were considered to be 
severely impaired; this determination was based on the 
agreement of three different informants (the child, the 
parent, and the staff). Forty-one of the 100 children 
were considered to have less overall psychopathology, 
since fewer than three informants diagnosed these chil- 
dren as having a disorder. 

The three most common diagnoses (based on the 
Diagnostic Interview for Children and Adolescents) re- 
ceived by the severely impaired children were attention 
deficit disorder (52% [N=31]), anxiety disorder (51% 
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TABLE 1. Psychological Test Scores of Children With Severe (N=59) or Less Severe (N=41) Psychiatric Impairment 





Children With 
Severe Impairment 

Test and Factor Mean SD 
Personality Inventory for 

Children 

Achievement l1 4.9 

Adjustment 46.8 9.0 

Delinquent 24.2 6.3 

Development 10.6 4.0 
Piers-Harris Children's Self- 

Concept Scale 

Total 50.9 15.3 

Behavior 11.3 4.3 

Physical appearance 11.8 3.3 

Popularity 70 3.6 
Revised Children’s Manifest 

Anxiety Scale 

Total 13.5 8.3 

. Concentration 3.6 2.2 

Hopelessness Scale for Chil- 

dren 6.3 3.4 


*Results in this table are based on the Mann- Whitney U Test. 


[N=30]), and enuresis (42% [N=25] versus 29% 
[N=12] of the less impaired children). The three most 
common diagnoses received by the less impaired chil- 
dren were oppositional disorder (37% [N=15] versus 
41% [N=24] of the more impaired children), attention 
deficit disorder (34% [N=14]), and anxiety disorder 
(32% [N=13]). In addition, the severely impaired chil- 
dren had a significantly greater number of diagnoses 
(based on the Diagnostic Interview for Children and 
Adolescents) than the less impaired children (mean 
diagnoses—2.6 versus 1.5; Y^—4.2, df=1, p<0.0002). 

No differences in race (x^—0.30, df=1, p=0.58) or 
sex (x^—3.6, df=1, p>0.06) were found between the 
groups of children (chi-square test with Yates' correc- 
tion), nor were there significant differences between 
groups in regard to age (x*=0.18, df=1, p>0.66) or 
socioeconomic status (y*=0.68, df=1, p>0.41). 

Table 1 shows the findings from the various instru- 
ments administered to the children. According to the 
parents’ responses to the Personality Inventory for 
Children, severely impaired children had personality 
manifestations characteristic of poor achievement, 
poor intellectual and physical development, and poor 
psychological adjustment and had a higher frequency 
of delinquent behavior. They also had poorer self-con- 
cepts than the less impaired children in the areas of 
behavior, physical appearance, and popularity, as re- 
vealed by the Piers-Harris Children’s Self-Concept 
Scale. Results from the Revised Children’s Manifest 
Anxiety Scale also indicated that the severely impaired 
children were more anxious than the other children. 
Finally, the severely impaired children reported more 
feelings of hopelessness than the other children. 

The results of the logistical regression analysis ap- 
pear in table 2. Four variables accounted for 21% of 
the variation in total psychopathology severity. They 
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Score 


Children With Less 
Severe Impairment xi^ 
Mean SD (df=1) p 
14.7 4.8 7.1 0.008 
42.5 8.5 Lori 0.006 
21.6 4.6 6.1 0.01 
8.3 4.] 5.8 0.02 
58.1 13.7 6.2 0.01 
13.4 3.6 6.7 0.009 
13.6 2.8 6.2 0.01 
8.7 3.1 5.8 0.02 
9.9 6.5 4.5 0.03 
2.5 2.0 S^ 0.02 
4.8 2.8 4.9 0.03 


TABLE 2. Regression Analysis of Risk Factor Varlables Based on 
Severity of Psychopathology in 100 Children 


Regression Analysis 
Based on Severity of 
Psychopathology 
F 
Variable (díf24,96) p Model R? 
Personality Inventory for Children— 
undisciplined factor 10.10 0.002 0.10 
Dimensions of Temperament Sur- 
vey-—mood scale 4.82 0.03 0.14 
Negative life events 3.71] 0.05 0.18 


Sex 4.11 0.04 0.21 


were the Personality Inventory for Children (factor 1— 
undisciplined), the Dimensions of Temperament Sur- 
vey—mood scale, the total negative life events score, 
and sex of the child. Thus, boys having the most dis- 
cipline problems, unpleasant behavior, and greatest 
frequency of negative life events were likely to have the 
most severe psychopathology in our clinical sample. 


DISCUSSION 


This study's primary findings reveal that the most 
disturbed psychiatric inpatient children (compared 
with the least seriously disturbed inpatient children) 
reported more hopelessness, lower self-esteem, and 
more anxiety. A logistic regression analysis also 
showed that boys who 1) have a temperament charac- 
terized by negative mood, 2) have an undisciplined 
personality profile, and 3) have been exposed to a large 
number of negative life events are at risk of becoming 
very troubled children. 
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Before discussing the aforementioned findings, how- 
ever, we must acknowledge that the results from this 
study should be limited to the age group of 7—12-year- 
olds. In addition, the results cannot be generalized to 
children from the general population nor to children 
with extremely low intellectual ability, as the latter 
group was excluded from this investigation. 

Although hopelessness has been found to predict adult 
suicide, the study of hopelessness and its correlates in 
childhood research is very recent. The existence of this 
symptom has been reported in clinical samples (13) as 
well as in the general population (12). To our knowledge, 
this study is the first to present evidence that the con- 
struct of hopelessness may be related to the severity of 
psychopathology. In other words, the most disturbed 
children could be differentiated from the less disturbed 
children through the measurement or degree of hopeless- 
ness. Consequently, this would aid in the prediction of 
suicidal intent as well as total psychopathology. 

The findings from the Personality Inventory for Chil- 
dren and the Piers-Harris Children's Self-Concept Scale 
seem to be interrelated. Difficulties with academic 
achievement (regardless of intellectual capacity), poor 
adjustment capabilities, and poor physical and mental 
development can all be crucial determinants of low self- 
esteem. Our findings partially support those of Rutter 
and Quinton (21), who found that good scholastic 
achievement appears to have a protective effect. The 
home and school environments may have an impact on 
the child’s achieving competence and self-worth. 

Since seriously troubled children are usually consid- 
ered troublemakers by various informants (e.g., teach- 
ers and parents), they are likely to be referred to a 
mental health professional. Hence, it may seem that 
our results are biased toward identifying children with 
severe disorders that are manifested externally through 
conduct-disordered behavior and thus are likely to be 
noticed by adult informants. However, the finding that 
the severely disturbed children in our study had a 
higher level of anxiety than the less disturbed children 
reveals internalizing behaviors in the severely dis- 
turbed. Although research on risk factors rarely in- 
cludes anxiety as a primary predictor of psychopathol- 
ogy, our study shows that increasing severity of 
anxiety (based on results on the Revised Children’s 
Manifest Anxiety Scale) is in the same direction as 
severity of psychopathology in general. 

Results from the regression analysis reveal signifi- 
cant risk factors of the seriously troubled child. Per- 
haps the four factors are interrelated—greater stress on 
boys (as opposed to girls) could be due to cultural 
expectations. Mood has been regarded as a factor of 
individuality as well as an important component of 
behavior associated with social development (11). Ter- 
estman's findings of mood temperament in nursery 
school children as an effective method for detecting 
high-risk children (11) can be extended to an older age 
group in the present study. This mood characteristic, 
which manifests itself through unpleasant, unfriendly 
behavior, may render the child more vulnerable to the 
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adverse effects of family discord and other stress fac- 
tors. Hence, this child may experience more negative 
life events than the child who has an easy tempera- 
ment. Furthermore, the child with a negative mood is 
more likely to elicit negative reactions and criticism 
from his or her adult caregivers. This, in turn, can lead 
to undisciplined behavior. 

Overall, the results of the present study ponde ev- 
idence that it is the interaction among temperament, 
personality, and environmental factors (e.g., negative 
life events) that forms the foundation for future dis- 
turbance. Hence, a clear understanding of the etiology 
of psychiatric disorders should include further investi- 
gation of the interactions of such factors; as well as the 
unique effect of each risk factor on the developing 


child. 
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Commentary 





Reminiscences: 1938 and Since 


John Romano, M.D. 


The author cites significant changes in the conduct 
of the psychiatric profession between the fourth and 
ninth decades of this century. Determinants of the 
changes included the impact of World War II, the Na- 
tional Mental Health Act of 1946, the evolution of 
multiple modes of psychotherapy, the move from a 
system of involuntary incarceration and treatment in 
public institutions to a voluntaristic and pluralistic sys- 
tem, the provision of public and private insurance sup- 
port for office, outpatient, and inpatient psychiatric 
care, the resurgence of psychopharmacology, and the 
pursuit of research in biological and psychosocial fields. 
The social goals of the profession are also discussed. 

(Am J Psychiatry 1990; 147:785—792) 


() n the afternoon of June 7, 1938, during the 94th 
annual meeting of the American Psychiatric As- 
sociation (APA), which took place in the Fairmont Ho- 
tel in San Francisco, I read a paper on studies of schizo- 
phrenic patients. I had spent a considerable part of my 
third year as a Commonwealth Fellow in Psychiatry at 
the Colorado Psychopathic Hospital in Denver con- 
ducting a follow-up study of schizophrenic patients 
admitted earlier to that hospital. The title of the pa- 
per was “Prognosis in Schizophrenia: A Preliminary 
Report"(1). My coauthor was Franklin J. Ebaugh, 
then Professor and Chairman of the Department of 
Psychiatry at the University of Colorado School of 
Medicine and Director of the Psychopathic Hospital. 

As this was my first experience of reading a paper 
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before such an audience, I was somewhat anxious and, 
regrettably, my anxiety was not lessened by the behav- 
ior of the chairman of the session, Richard H. Hutch- 
ings, President-Elect of APA. In introducing me and 
reading the title of the paper, Hutchings had inadvert- 
ently turned to the wrong page of the program; he 
introduced me as Dr. Violet Bathgate and the title of 
the talk as “Birth Histories in Superior and Inferior 
Children.” When I approached Dr. Hutchings to tell 
him that I was not Violet Bathgate and that the title of 
my talk was not “Birth Histories in Superior and In- 
ferior Children,” he looked at me over his half-lenses 
and in a kindly, avuncular manner said, “Irs OK, son, 
you'll be all right in a few minutes.” After I had intro- 
duced myself and my title, someone turned on a very 
loud air conditioner in the room where I was speaking, 
and a number of persons in the back of the room asked 
me to speak louder, which I did. About halfway 
through my 15-minute presentation, the air condi- 
tioner was suddenly turned off, whereupon Dr. Hutch- 
ings came over and said to me, "Son, no need to 
shout.” That was my baptism under fire, or should I 
say, under freon—my first presentation before a na- 
tional, professional body. The effect of this experience 
is evidenced in the fact that 51 years later I still speak 
in subdued tones. 

That year, 1938, was the first time APA had held its 
annual meeting in California. In 1911, the meeting had 
been in Denver, but it had never been held further 
west. The total registration for the 1938 meeting was 
1,076, of whom 284 were members. The total mem- 
bership of the Association in 1938 was cited as 1,880 
(2). I became a member in 1939, together with my 
friends and colleagues Henry W. Brosin and Jack R. 
Ewalt and many others. 

As far as I know, all the activities of ié 94th annual 
meeting took place in the Fairmont Hotel; perhaps a 
few events took place at the neighboring hotel, the 
Mark Hopkins. Most of the younger members and 
nonmembers could not afford to stay at these posh 
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hotels and found reasonably antiseptic, if not aseptic, 
lodging in rooms in small hotels at the foot of the hill. 

May I remind you of the times? The 1930s were 
called “the decade of the lean years." Notable changes 
took place in the role of the federal government in 
employment, in the multiplication of alphabet agen- 
cies, in the increasing strife between management and 
labor, and in the rise of demagoguery. I realize now, 
but certainly did not in 1938 during the annual meet- 
ing, that in the entire program there seemed to be no 
mention or discussion of the remarkable changes 
which were taking place in our government, nor of 
crime, poverty, labor relations, or demagoguery. Sim- 
ilarly, before Pearl Harbor, our profession, like the 
nation at large, had remained relatively indifferent to, 
if not uninformed about, the European situation (3). 

And what of our professional and scientific con- 
cerns? Earlier in the century (in 1918), Wagner von 
Jauregg had introduced malaria treatment in general 
paresis (4), and Klaesi had used prolonged narcosis 
treatment as early as 1922 (5), but it was a decade later 
that the major thrust of physical treatment took place, 
initiated by Sakel in 1936 with hypoglycemic coma 
treatment (6) and by von Meduna in 1938 with phar- 
macological convulsive therapy (7). Electroshock ther- 
apy was demonstrated by Cerletti and Bini in 1938 (8), 
and in 1936 Moniz, in cooperation with Lima, re- 
ported on a surgical approach to the treatment of psy- 
chosis (9). In a parallel instance, Elvehjam et al. in 
1938 showed that nicotinic acid could cure black 
tongue in a pellagra-like disease of dogs (10). Shortly 
thereafter, nicotinic acid proved effective in the ther- 
apy of clinical pellagra. Quite predictably, during the 
94th annual meeting there were a number of papers 
concerning the use of Metrazol and insulin in the treat- 
ment of schizophrenic patients, as well as papers on 
the effects of malaria treatment of CNS syphilis. As yet 
there was no mention of the surgical approach to the 
treatment of psychosis reported by Moniz in 1936, nor 
were there papers on the use of nicotinic acid in the 
therapy of clinical pellagra. These came later. 

I remember vividly the excitement and promise that 
attended these ventures in the physical treatments of 
that day, and later it occurred to me that our expec- 
tations may have been similar to those of clinicians 
who worked with psychotic patients following the 
demonstration by Noguchi and Moore in 1913 of 
Treponema pallidum in the brains of paretic patients, 
thus substantiating a physical basis for madness; sub- 
sequently the fever treatment was introduced. At long 
last, we then thought there appeared to be a physical 
basis for mental disease, and many believed that shock 
treatments and lobotomy supported the idea of a phys- 
ical basis for the enigma of schizophrenia. Nebulous 
neurophysiologic notions emerged from these empiric 
approaches and were considered the theoretical basis 
for action, but none was convincing. 

In a short time (with the addition of penicillin), two 
of the major psychotic illnesses, namely, syphilis and 
pellagra, were treated or eliminated by chemical 
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means. Impressive, too, were the remarkable benefits 
obtained through the use of ECT in psychotic de- 
pressed patients. These gains supported the use of 
physical methods. However, the use of Metrazol and 
insulin in the treatment of schizophrenic patients did 
not fulfill our high expectations, and the risk with in- 
sulin was considerable. 

Since the 1930s, the magnitude, as well as the rate, 
of change in the form and content of our profession 
has been unparalleled in our history. The psychiatrist’s 
almost exclusive engagement in the study and treat- 
ment of patients in a mandatory, involuntary, intra- 
mural detention unit changed to care of patients in 
multiple sites outside the hospital. Understandably, 
this led to considerable confusion in the modern psy- 
chiatrist as to his or her professional role: Who am I? 
What knowledge and which skills will I need in my 
professional work? Who will be my patients and with 
whom do I share responsibility for the care of the sick? 
Earlier, I wrote, “There is as yet no satisfactory unitary 
concept which encompasses human behavior in bio- 
logical, psychological, and social terms. We have yet to 
acquire a full and proper language to deal with the 
whole of man in his society. We have withdrawn into 
secluded apartments in our Tower of Babel and at 
times speak to each other in tongues. But this has been 
so since the beginning, and I would expect it to be so 
for some time to come" (11). 

As a participant observer, I shall draw attention to 
what I believe were significant factors that brought 
about this change. The experience in World War II— 
the screening of draftees for the Selective Service sys- 
tem and the increasing concern about environmental 
factors that precipitated neuropsychiatric problems in 
military personnel—supported the belief that environ- 
mental stress played a major role in the etiology of 
mental maladjustment. The war experience also em- 
phasized the magnitude of mental distress in our soci- 
ety and led the profession to consider, perhaps for the 
first time, that our objectives must include those of 
primary prevention. These matters were later reflected 
in the community mental health movement, which in- 
sisted that psychiatrists become informed about and 
socially and politically active in reducing poverty, pop- 
ulation increase, and racial discrimination and in im- 
proving education, employment, and housing. 

Few would disagree with the judgment that the Na- 
tional Mental Health Act passed by the 79th Congress 
in 1946 was the single most influential factor in pro- 
ducing change. For the first time in our national his- 
tory, the law provided generous financial support for 
both psychiatric education and research. Its immediate 
influence was that of increasing the number of psychi- 
atric residents in training and initiating programs for 
the pursuit of new knowledge. It was my privilege to 
have served as a founding member of the National 
Mental Health Council and as chairman of its first 
research study section. My memory remains vivid of 
the first meeting of the council on Aug. 15, 1946, in the 
American Red Cross building in Washington, D.C., 
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with Surgeon-General Thomas Parran presiding. You 
can well imagine the excitement, the hope, and the 
aspirations of those of us newly entrusted with federal 
funds to promote research, patient care, and education 
programs for psychiatrists, psychologists, social work- 
ers, and nurses. The National Mental Health Act, fol- 
lowed by the Hill-Burton law enabling the building of 
psychiatric units in general hospitals, stimulated the 
creation and development of departments of psychia- 
try in our medical schools, the teaching of psychiatry 
to all medical students, the establishment of residency 
programs, and the initiation of research activities. One 
must remember that in the 1930s and as late as the 
mid-1940s, the few university departments of psychi- 
atry that existed at all were staffed by one or two 
part-time faculty members. The active, full-time fac- 
ulty at Yale in 1934 was three in number. In the spring 
of 1989, the department was one of the largest in the 
Yale School of Medicine, with 92 full-time faculty 
members and 90 residents-in-training. During my pro- 
fessional life, from the early 1930s to date, there has 
been an increase of psychiatrists from fewer than two 
per 100,000 persons to about 14 per 100,000. 

The increase in the number of psychiatrists led to 
considerable diversity in their function and practice. 
Unlike 50 years ago when the few psychiatrists who 
existed served almost exclusively in public and private 
mental hospitals, today’s psychiatrists are found in 
community, private, and group practice; in clinics and 
general hospital settings, including those for children 
and adolescents; in schools, courts, and government 
agencies; on the faculties of our medical schools and 
schools of social work; on radio and TV educational 
programs; and at the National Institute of Mental 
Health (NIMH). 

Before World War II psychiatry had no Rockefeller 
Institute to groom its young professors as was the case 
in medicine and physiology. We had to wait until 1946 
before NIMH became a reality. Our professional mod- 
els in the past were the hospital administrator, later the 
clinician, teacher, and scholar, and then the psycho- 
analytic psychotherapist-practitioner. Not until the 
early 1950s was the Career Investigator Fellowship 
program established by NIMH, with the hope that a 
new model of psychiatrist-scientific investigator would 
be created and fostered (12). 

On my return to active clinical research after many 
years as department chairman, I noted with dismay 
that only a small number of clinical investigators were 
psychiatrists. Few senior professional workers have di- 
rect contact with a research subject or patient, such 
contact being made principally by junior professionals 
or by technicians. The basic problem with this is, 
again, the crucial necessity of obtaining an informed, 
sensitive, and precise appraisal of the subjects who will 
provide the primary data. 

Further, I have been overwhelmed by the vast num- 
ber of rating scales and wonder whether our reaching 
for reliability has lessened validity. I learned that my 
concern in this matter is shared by another. Prof. D. 
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Bobon of the University of Liége, Belgium, has said, 
“Quantification of psychopathology with the help of 
psychiatric rating scales has reached the point of no 
return; there is no research in psychiatry without a 
search for its clinical significance and no research on 
this clinical significance without rating scales. But 
there is a dramatic need for an increase in the number 
and quality of projects not only with rating scales but 
on rating scales. At present, there exist too many such 
scales and not enough research on their validity versus 
limitations, which could become the field of a fruitful 
collaboration between psychiatrists and clinical psy- 
chologists” (13). 

Another factor that brought about change in our 
profession was the impact of psychoanalytic psychol- 
ogy. I have drawn attention to the impact of psycho- 
analysis on psychiatry in the United States as con- 
trasted with Europe, which, in turn, led to a wider 
polarization of the belief systems of American psychi- 
atrists as compared with those of our European col- 
leagues. We have championed the psychosocial model 
of behavior, at times to the detriment of the genetic, 
biological model, and this has led us, quite predictably, 
to respond to a considerably broader variety of people 
in distress. Many psychotherapists in private practice 
are concerned principally with neurotic middle-class 
patients. However, the nature of the neurotic distress 
we treat has changed from symptom distress or symp- 
tom neurosis to character neurosis. This, in turn, has 
expanded to our responding to the needs of those who 
are unhappy, troubled, alienated, lonely, and afflicted 
with the malaise and anomie of our time. Psychother- 
apy, formerly a province of psychiatrists and psycho- 
analysts, is now practiced by clinical psychologists, so- 
cial workers, nurses, clergymen, and a large group of 
paraprofessionals. A host of psychotherapeutic modes 
have emerged from analytically oriented therapy, be- 
havior therapy, humanistic therapy, and transpersonal 
therapy. Nonpsychiatric professionals and paraprofes- 
sionals far outnumber psychiatric psychotherapists. At 
the moment, much if not most of psychotherapy is 
being conducted by the nonpsychiatric groups (14). 

Psychoanalytic psychology helped me understand 
the significance of the life history narration and, in 
particular, the natural history of disease when atten- 
tion was focused on the sequence of forgotten as well 
as remembered events. The predominant concept in 
the life history narration is that the organism carries 
past experience as long as life endures. Psychoanalytic 
psychology, with its concepts of transference and 
countertransference, deepened my understanding of 
the physician-patient relationship. It led to awareness 
of the universal experience of anxiety and of the re- 
gressive, maladaptive behavior that occurs in response 
to illness—the repression and denial—as well as the 
mastery (14). 

Although there were beginnings in the 1930s of cer- 
tain types of limited community services (for example, 
we helped to establish outpost clinics in western Col- 
orado for triage, diagnostic study, first-aid treatment, 
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and referral), the community mental health movement 
emerged early in 1954 when New York State enacted 
its community mental health services legislation. It is 
difficult to specify the determinants, but it is generally 
believed that two developments, more than any others, 
both of which occurred in the early 1950s, revolution- 
ized the field. One was the introduction of rauwolfia 
and the phenothiazines, which contributed to the effec- 
tive treatment and symptomatic management of many 
severely psychotic patients. These drugs also made 
possible a reduction in the duration of hospital stays 
and increased the percentage of patients discharged 
from hospitals after acute episodes. These achieve- 
ments made deinstitutionalization possible. The sec- 
ond development was that new psychosocial methods 
of treatment, together with the introduction of hospi- 
tal milieu treatment of schizophrenic patients, initially 
introduced by Maxwell Jones, appeared in Great Brit- 
ain and were later brought to the United States, As 
mentioned earlier, these and other factors led to a ma- 
jor shift from almost total reliance on a system of 
involuntary incarceration and treatment in public in- 
stitutions to a voluntaristic and pluralistic system. Re- 
grettably, the initial phases of this movement were 
launched without adequate systematic experiment and 
trial, and as a result many chronic psychotic patients, 
who had long been institutionalized and who lacked or 
had lost social skills, were catapulted into the commu- 
nity without adequate means for their care. We learned 
that chronic illness is not a myth, nor is it necessarily a 
result of neglect, and it cannot be removed by sweep- 
ing it under the rug of ill-prepared facilities. 

Parallel with the development of the community 
mental health movement has been the almost exponen- 
tial growth of self-help/mutual-aid groups. In this cen- 
tury social changes have diminished the traditional 
support of the nuclear family, and today mutual-aid 
groups develop when families and/or professional serv- 
ices no longer meet the needs of a great number of 
persons. These groups are based not on residence or 
kinship but on their members’ shared conditions and 
experiences. They may supplement or complement the 
help, support, and information once provided only by 
natural or professional assistance. Since the founding 
of Alcoholics Anonymous in 1935, it is estimated that 
mutual-help groups now serve more than 15 million 
persons in the United States and Canada (15). 

As I mentioned earlier, the introduction of drugs, 
and practicing psychiatrists’ prescribing them for daily 
use by their patients, has returned psychiatrists to their 
biological heritage and drawn attention to neurobio- 
logical as well as motivational models as determinants 
of illness. This has led to a more balanced view of 
psychopathology as explicable not only in the paradig- 
matic terms of psychological conflict but also in terms 
of deficit. The daily use of medication requires physical 
as well as psychological screening of patients, and psy- 
chiatrists have had to become familiar with certain 
laboratory methods to help them gauge drug dosage 
and avoid complications. This trend has been called 
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neo-Kraepelinian and is characterized by serious con- 
sideration of genetic factors, greater diagnostic preci- 
sion in noting signs and symptoms of disease, charting 
of the natural course of illness, and follow-up studies 
of the effect of intervention on prognosis. In short, the 
psychiatrist has again become a doctor. What has been 
disappointing is the indiscriminate prescribing of med- 
ication by psychiatrists who are hesitant to learn more 
ded the correct use of drugs and the hazards of their 
abuse. 

In the past several years, several brain imaging tech- 
niques have become available. A recent review of these 
techniques as they apply to psychiatry (16) included 
those used to evaluate brain structure (computed to- 
mography and magnetic resonance imaging), tech- 
niques to assess functional activity (measurement of 
regional cerebral blood flow, single photon emission 
computed tomography), and positron emission tomog- 
raphy. These techniques have been used to map brain 
structure and function in normal human beings. They 
have also enlarged our knowledge of the pathophysi- 
ology of mental illnesses. The long-term promise of 
brain imaging is still to be established (16). 

As I have already noted, the National Mental Health 
Act made possible funds for the appointment of psy- 
chiatric faculties in our medical schools, one of the 
functions of which was the teaching of psychiatry to 
medical students. Major emphasis in our teaching was 
placed on the concepts of health and disease, those of 
growth and development, and those of the social ma- 
trix of the patient and his or her family. We were 
concerned with the psychology of illness, convales- 
cence, and disability, the relationships between brain 
and mind and those between mind and body, and the 
phenomena basic to the idiosyncratic human interac- 
tion between patient and physician. It was our expec- 
tation, which I believe was fulfilled, that students 
would have ample opportunity to learn, through per- 
sonal experience in their clinical assignments, about 
those events which would enable them to discipline 
their capacity for human intimacy, a basic ingredient 
in the preparation of clinicians for their task. 

One major theme of my professional life has been 
and remains the education of medical students. I have 
been distressed by the changes in the university medi- 
cal centers where teaching has been diminished and 
neglected. I am not alone in my concern. 

In a critique (12), I remarked about the downgrad- 
ing of the teaching of psychiatry to medical students. 
Some years ago, as I went about the country, I found 
very few department chairmen or senior professorial 
staff members working intimately with medical stu- 
dents. Part-time faculties appeared to be harassed in 
their hurried visits to their patients. Much of the teach- 
ing was relegated to residents and junior staff members 
without adequate models for them to emulate and with 
negligible reward systems. In the same critique | 
pointed out that students perceived the concern of psy- 
chiatrists about the definition of their professional 
role. I wrote, 
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When the student comes to these floors, unlike the other 
clinical services, he finds that most of the staff are not in 
uniform. He finds them in open shirts, loose gypsy blouses, 
hip-hugging jeans, wooden shoes, Indian beads, and an 
abundance of hair. There are nurses, nursing assistants, 
nurse practitioners, nurse clinicians, assistant clinicians, 
psychiatric technicians, social Workers, social work assis- 
tants, mental health aides, program coordinators, psychol- 
ogy students, primary therapists, secondary therapists, be- 
havior therapists, occupational therapists, recreational 
therapists, physical therapists, family and group thera- 
pists, mental health information service clerks, junior psy- 
chiatric faculty, senior psychiatric faculty (not many of 
these), full-time (less of these), part-time (often in a hurry), 
sometime, one-time, and regrettably, most of them never 
on time. From time to time, from out of the medical mist 
emerges a silent white-coated person with a stethoscope, 
who conducts a physical examination of the patient, rec- 
ords such illegibly on the chart burgeoning with check 
mark forms, and leaves almost as quietly as he came. We 
brought them, all of them, to our floors in our evangelical 
egalitarianism. Most patients are now called clients and 
soon may be called penitents. Small wonder the medical 
student asks, “Who is the doctor, and what does he do?” 
(12) 


Is it any better now? 

Our residency programs have changed, too. Initially, 
they were quite informal and apprentice-like, based on 
the graduate training of interns and residents in med- 
icine at the Johns Hopkins Hospital at the turn of the 
century. With the increased number of residents, pro- 
grams became more formal, more structured, more di- 
dactic, and less personal and there was an expanded 
set of clinical assignments. In several programs oppor- 
tunities were provided for engagement in ongoing re- 
search in the department or in research based on the 
resident’s own ideas. In general, the content of the 
teaching program was pluralistic in that it was con- 
cerned with the determinants of behavior from genetic, 
biological, psychological, and interpersonal factors— 
all of this in a developmental time sense of phases of 
growth. 

Obviously, there were considerable variations on a 
theme. Some programs were fairly monistic in their 
espousal of psychoanalytic or behavioral theory points 
of view. Others gave lip service to psychological and 
social matters while emphasizing genetic and biologi- 
cal factors. In general, the curriculum reflected the be- 
liefs, experiences, and prejudices of the senior faculty. 
There was somewhat of an estrangement between neu- 
rology and psychology, and only in the past two dec- 
ades has there been a more viable relationship with 
pharmacology. 

On May 16, 1894, at the 50th annual meeting of our 
Association (then called the American Medico-Psycho- 
logical Association) held in Philadelphia, Silas Weir 
Mitchell, distinguished American physician, neurolo- 
gist, and author, gave the major address of the meet- 
ing. Perceptive and relentless was his critique of our 
profession at that time. He drew attention to the iso- 
lation, geographical and intellectual, of psychiatrists 


Am ] Psychiatry 147:6, June 1990 


JOHN ROMANO 


from the rest of medicine. He deplored the “multiplic- 
ity of the nonmedical duties of most medical superin- 
tendents” and stressed the importance to staff morale 
of original scientific work in the asylums of that day. 
He was troubled by the dearth of nurses and atten- 
dants trained properly to care for the insane and by the 
inadequate use of work as a means of therapy and 
education. He criticized the lack of attention to pa- 
tients’ needs at the time of their return to ordinary 
civilian life (17). 

Fifty years later, at the centenary meeting of APA in 
Philadelphia in May 1944, Alan Gregg, Director for 
the Medical Sciences of the Rockefeller Foundation in 
New York City, presented his critique’ of psychiatry. 
Gregg was neither a psychiatrist nor a neurologist but, 
because of his long experience with support for med- 
ical education and research, served well as a flying 
buttress to the profession, a support from without. 
Gregg referred to Mitchell’s talk 50 years before and 
pointed out that Mitchell’s remarks were confined al- 
most exclusively to the institutional aspects of the care 
of the insane, which was the major occupation of the 
psychiatrist in the 1890s. Gregg remarked that be- 
tween the 50th and 100th anniversaries of the Associ- 
ation, it and the profession at large had added to their 
memberships persons who practiced psychiatry in their 
offices and in the wards of general hospitals, in schools 
and in guidance clinics, as well as mental hospitals. 
Obviously, the profession had achieved a far wider 
range of interests, training, and capacities than was 
characteristic of psychiatry in 1894. In. 1944, Gregg's 
formulation of our major limitations was, “You were 
badly recruited, you are isolated from. medicine, you 
are overburdened, and you are too inarticulate and 
long-suffering to secure redress from' the public of 
some of the handicaps from which you and your pa- 
tients suffer” (18). 

In his concluding remarks, Gregg said, 


Before the two hundredth anniversary: of this Associa- 
tion [which will take place in the year 2044], psychiatry 
will find great extensions of its content and of its obliga- 
tions. There will be applications far beyond your offices 
and your hospitals of ic further knowledge you will gain, 
applications not only to patients with functional and or- 
ganic disease, but to the human relations of normal peo- 
ple—in politics, national and international, between races, 
between capital and labor, in government, in family life, in 
education, in every form of human relationship, whether 
between individuals or between groups. You will be con- 
cerned with optimum performance of human beings as 
civilized creatures. (18) 


We shall have to wait 55 years for the 200th anni- 
versary of APA. In 5 years we will celebrate the ses- 
quicentennial anniversary. Just as Silas Weir Mitchell's 
remarks nearly 100 years ago were concerned princi- 
pally with the institutional life of the psychiatrist, 
Gregg 45 years ago drew attention to the beginning 
diversity of psychiatrists’ roles in practice and was 
principally critical of our poor recruitment, which 
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stemmed from inadequate and uninspired teaching of 
psychiatry to medical students and limited opportuni- 
ties for career resident training. He also emphasized 
our continuing isolation from medicine and our inar- 
ticulateness in drawing attention to the handicaps that 
we and our patients suffer. 

It is unlikely that I shall be present at the bicenten- 
nial meeting in 2044, and I am not sure that I will be 
able to be with you 5 years from now at the sesqui- 
centennial. This gives me license to add my critique of 
our profession to those expressed by our esteemed pre- 
decessors. I am surely aware of the hazards of such an 
undertaking, particularly after learning of the short 
essay that a little boy wrote on Socrates: “Socrates was 
the father of and the greatest of philosophers. Socrates 
taught Plato, and Plato taught Aristotle. Socrates told 
all the people all their faults. They poisoned him.” 

In the substance of this paper, I have drawn atten- 
tion to several of our shortcomings and areas of ne- 
glect. In spite of the exponential increase in our num- 
bers and the wide range of our practice, we continue to 
be neglectful of chronic psychotic patients and alcohol- 
and drug-addicted, criminal, retarded, and aged pa- 
tients—particularly, as I said earlier, when they are 
poor or black or both. Our uncritical acceptance of 
psychoanalytic psychology, both in theory and in prac- 
tice, led to overly psychological explanations of human 
behavior to the detriment of the genetic and biological 
model. At the moment, this movement is being re- 
versed, as pointed out by our colleague Leon Eisen- 
berg, who remarked that we have changed from being 
brainless to becoming mindless (19). 

Many scholars in the field, including practicing psy- 
choanalysts, believe that psychoanalysis is in the dol- 
drums. One such analyst stated, “There are signs of 
diminished vigor, of a dulling of its thrust, and of a 
muting of its influence. One wonders if these intima- 
tions are part of a natural history of all vital move- 
ments and represent only a momentary pause in devel- 
opment and preparation for new growth or whether it 
is an incipient senescence, a wearing down of vigor 
prior to death, or a warning sign of a major malig- 
nancy that threatens to cut off its contribution in mid- 
life" (20). 

In their book Cognitive Science and Psychoanalysis 
(21) Kenneth Colby and Robert Stoller review the 
work of Grünbaum, Farrell, Spence, Wallerstein, Pop- 
per, and Ricoeur. More important to Colby and Stoller 
than the earlier critiques of the scientific basis of psy- 
choanalysis based on hermeneutics, the tally argument, 
and falsifiability is their argument that psychoanalysis 
is not a science, as it does not have an adequate data- 
base. It lacks replicable data. 

Earlier, I commented briefly on the community men- 
tal health moyement and regretted that the movement 
was launched with inadequate systematic experiment 
and trial. As a result, many chronic psychotic patients 
who had long been institutionalized were released into 
the community without adequate means for their care. 

May I remind you of Alan Gregg's prediction that in 
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a century from the date of his address, in the year 
2044, psychiatry would find great extensions of its 
content and of its obligations, namely, in politics, in 
national and international affairs, and “in every form 
of human relationship, whether between individuals or 
between groups" (18). We have come midway to the 
time of Gregg's prediction, but I know of no significant 
evidence at the moment of any advance in any areas 
about which he spoke. I question seriously whether we 
shall be more successful 50 years from now. Unless we 
undertake major changes in the preparation of the psy- 
chiatrists of tomorrow, how can they be sufficiently 
versed in economics, political science, and sociology to 
help us in our primary concern with men and women 
in situations of personal distress? We have, as yet, no 
clear definitions of public health and social and polit- 
ical roles to guide the preparation of those who may 
assume these new responsibilities. We have erred in 
promising not one but many rose gardens in response 
to society’s insistent demands that we reduce crime, 
delinquency, drug abuse, and alcoholism. 

] have read with interest and admiration most, of 
Barbara Tuchman's historical books, particularly The 
March of Folly (22). In this book she illuminates four 
decision turning points in history—four instances of 
folly: the Trojan War, papal misrule during the Ren- 
aissance, the actions of George III during the American 
Revolution, and the war in Vietnam. Folly may be 
defined as foolishness, lack of good sense and under- 
standing, lack of foresight. All of us, as individuals and 
as groups, have committed our share of follies. Let me 
share with you my thoughts about two events in our 
professional history that I believe would meet Barbara 
Tuchman's definition of folly. On July 24, 1964, 1 
month after Barry Goldwater received the Republican 
nomination, Fact magazine sent a questionnaire to all 
the nation's 12,356 psychiatrists asking, "Do you 
believe Barry Goldwater is psychologically fit to serve 
us as president of the United States?" The names of 
psychiatrists were supplied by the American Medical 
Association (23). Of the 12,356 psychiatrists who 
were sent questionnaires, 2,417 (2096) responded. Of 
these, 571 said they did not know enough about Gold- 
water to answer the question, 657 said they thought 
Goldwater was psychologically fit, and 1,189 said he 
was not. In my view, this resulted in a considerable 
blow to the dignity of our profession. Imagine our 
problem in trying to explain to our students, house 
staff, and colleagues the behavior of almost 1596 of the 
professional population who judged the fitness of a 
person without seeing him, much less studying bim, 
and thus violated all principles of professional deco- 
rum and confidentiality. 

Another event that in my view meets the definition 
of folly was the elimination of the internship. In late 
December 1969, directors of residency training pro- 
grams in psychiatry were notified, “Effective July 1, 
1970, the American Board of Psychiatry and Neurol- 
ogy will not require the completion of an internship as 
one of its requirements for eligibility” (24). A similar 
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recommendation was submitted (on Oct. 31, 1969) by 
the APA Committee on Medical Education to its par- 
ent body (24). I was asked by Francis Braceland, then 
editor of the American Journal of Psychiatry, to com- 
ment on this action, and I wrote a detailed statement, 
published in May 1970 in the Journal, entitled ‘The 
Elimination of the Internship—An Act of Regression” 
(24). What was most distressing was that even though 
professional bodies such as the American Association 
of Chairmen of Departments of Psychiatry were and 
are deeply concerned, no attempt was made to obtain 
empirical data or to propose discussion and debate of 
the issues in a scholarly and systematic manner. In my 
concluding remarks I indicated that “the elimination 
of the internship year as a minimal requirement, to- 
gether with a shortening of the residency period, will 
seriously impair the education of the psychiatrist. The 
contribution of the psychiatrist as physician is different 
from those made to the field by our professional col- 
leagues in psychology, social work, nursing, and social 
science. ... To reduce the dimensions of the role of the 
psychiatrist as physician would seriously impair his 
contributions as practitioner, teacher, scholar, and in- 
vestigator. It is a degradation of quality” (24). 

Marc Hollender, a colleague and friend, is currently 
preparing the history of the American Board of Psy- 
chiatry and Neurology (M. Hollender, personal com- 
munication, March 1989). In this report he details in 
chapter and verse the events that preceded the decision 
to eliminate the internship, as well as several actions 
taken since then. In my mind, the Board, as well as the 
APA committee, acted foolishly and was unduly influ- 
enced by the Millis report (24), which, I believe, made 
questionable recommendations. To add to the folly of 
the decision, this regressive act was occurring while the 
profession was being revived by a renaissance of inter- 
est in matters biological. 

I suppose one could add other instances of folly in 
psychiatry, for example, the widespread use of lobot- 
omy, but as Elliot S. Valenstein has recorded in a 
scholarly book, Great and Desperate Cures, the lobot- 
omy movement emerged more from desperation than 
from foolishness (25). In the late 1940s and early 
1950s, the mutilating brain operation known as lobot- 
omy (or more generally, psychosurgery) was per- 
formed on tens of thousands of patients. One cannot 
overestimate the despair felt by psychiatrists, nurses, 
and families of patients in dealing day in and day out, 
at times for years, with patients who were assaultive, 
suicidal, homicidal, and overactive, conditions which 
at times led to exhaustion and death. In the United 
States, lobotomy was militantly and vigorously pro- 
moted by Walter Freeman, who traveled coast to coast 
to undertake this operation on disturbed patients in 
hospitals for the chronically insane. Truly, a sad chap- 
ter in our history. 

And now, what of the present day? We have fulfilled 
our expectations in producing an increase of psychia- 
trists. (The increase in the number of psychologists, 
social workers, and counselors is two to four times the 
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increase in the number of psychiatrists.) We did intro- 
duce psychology and the social sciences into the matrix 
of the medical schools. We established psychiatric 
units in general hospitals and promoted research in 
biological as well as psychological and social fields. 
This took place at NIMH and in many university de- 
partments. We took part in the exponential increase in 
psychotherapeutic modes that allowed us and, increas- 
ingly, other professionals and paraprofessionals to re- 
spond not only to the needs of traditional neurotic 
patients but, more broadly, to those who are unhappy, 
troubled, alienated, lonely, and affected with the mal- 
aise and anomie of our time. We have separated ho- 
mosexuality from the concept of disease, and with the 
proper use of psychotropic drugs, including the re- 
markably useful lithium, we have improved our treat- 
ment of acutely psychotic patients. We have lost the 
demented patients and others with organic brain dis- 
ease to the neurologists because of our negligent atten- 
tion to biological matters. Our liaison ventures with 
our sister clinical departments have not survived well, 
and family medicine seems to disregard our contribu- 
tions. We have helped to increase public awareness of 
the prevalence and magnitude of mental illness but 
have bungled our move to care for chronic psychotic 
patients in the community. Our love-hate relationship 
with the press, Hollywood, radio, and television has 
remained fairly constant. The degradation of the 
teaching of our medical students and residents cannot 
be attributed solely to our profession, as it is part 
and parcel of major changes in the world of medicine 
today. 

Obviously, we have much to do, particularly in the 
study and care of the abandoned and neglected, the 
chronic schizophrenic patient, the alcoholic, the crim- 
inal, the addict, the retarded, and the aged. Are we 
doing as much as we can and should in caring for AIDS 
patients and their families? Do we not have responsi- 
bility to participate in the diagnosis of AIDS and in 
support of the patient, the patient’s family, and health 
care workers? Could we not give more support to the 
self-help groups and to community enterprises? Most 
important of all is the need for the coritinued and vig- 
orous support of research in all the fields relevant to 
our concern. 

At the beginning of this essay, 1 rémarked briefly 
about the events of the fourth decade of this century, 
the 1930s, “the decade of the lean years.” And now, 
50 years later, we are ending the ninth decade of the 
century. I leave it to you to judge what progress we 
have made in terms of crime, violence, poverty, racism, 
education, housing and the homeless, environmental 
pollution, and the fact that 37 million of us have no 
health insurance. I leave it to you, too, to judge to what 
degree our annual professional program reflects the 
problems of the day. While I am fully aware that the 
good old days were never that good, it seems to me 
that we suffer from a deficiency disease. I think there is 
marked evidence of a deficiency of outrage. I do not 
think we are sufficiently outraged when we consider 
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how pervasive are venality, corruption, and ineptness 
in law, medicine, science, government, religion, com- 
merce, Wall Street, education. Are there not sufficient 
reasons to be outraged? Perhaps the magnitude of this 
behavior is such that we have become benumbed and 
anesthetized or feel powerless to do anything about it. 

In closing, I had intended to salute and pay tribute to 
those from whom I learned. I am afraid if I were to cite 
them, I could not do justice to them. Let me conclude 
by saying what I have said before; namely, I have 
learned most from my students and my patients (26). 

And now, those of you with intact episodic short- 
term memory may join me in saying, Good night, Vi- 
olet Bathgate—wherever you are. 
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Clinical and Research Reports 


Comparison of Self-Rated and Clinician-Rated Measures 
of Depression in Adolescents 


Benjamin N. Shain, M.D., Ph.D., Michael Naylor, M.D., and Norman Alessi, M.D. 


To determine whether patients’ self-ratings of de- 
pression are comparable to clinicians’ ratings, 45 de- 
pressed adolescents were administered two self-rated 
scales and two clinician-rated scales. Correlations of 
scores tended to be high, with higher correlations for 
girls than for boys. 

(Am J Psychiatry 1990; 147:793—795) 


here are a number of reports in the literature on 

children and adolescents that compare self-rated 
depression scales with other sources of information 
such as diagnosis, parent-rated scales, and teacher- 
rated scales (1). There has been little work, however, 
comparing self-rated scales with clinician-rated scales. 
Robbins et al. (2) showed that depressed adolescents’ 
scores on the Carroll Self-Rating Scale and the Hamil- 
ton Rating Scale for Depression were only modestly 
correlated (r=0.46), in contrast to the findings for 
adults (r=0.80) (3). We are not aware of other studies 
that have compared adolescents’ scores on self-rated 
and clinician-rated depression scales. 

To determine whether depressed adolescents’ self- 
ratings of depression were comparable to clinicians’ 
ratings, adolescent psychiatric inpatients with major 
depressive disorder were given two self-rated scales 
and two clinician-rated scales. 
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The subjects were 45 consecutively admitted inpa- 
tients with major depressive disorder at the University 
of Michigan adolescent psychiatry unit. The sample 
included 29 girls and 16 boys whose mean age was 
14.9 years (range=12—18 years). Most of the sample 
(N=42, 93%) was Caucasian. All had IQs greater than 
80 (WISC-R or WAIS-R) and reading levels of fourth 
grade or above (Woodcock-Johnson: Psycho-Educa- 
tional Battery). The distribution of Hollingshead so- 
cioeconomic status was 2% (N=1) in level I, 29% 
(N=13) in level II, 38% (N=17) in. level III, 24% 
(N=11) in level IV, and 796 (N=3) in level V. 

Patients were diagnosed according to DSM-III-R 
and the Research Diagnostic Criteria following a semi- 
structured interview with the Schedule for Affective 
Disorders and Schizophrenia (SADS), Present Episode 
version (4), which has been used previously for ado- 
lescents (5). Twenty-five patients were diagnosed as 
having the endogenous subtype of depression. The 
SADS interview was conducted 1—4 weeks after admis- 
sion and scored by one or two child psychiatrists. In- 
terrater reliability (kappa) for depression diagnoses 
was 0.83. The major depressive disorder diagnosis re- 
ferred to the peak of symptoms (at least 2 weeks in 
duration) during the present episode of illness. All pa- 
tients were in the present episode at the time of the 
interview. Twenty-four patients had one or more of 
the following concurrent diagnoses: disruptive behav- 
ior disorders (N=8), anxiety disorders (IN — 13), eating 
disorders (N=4), substance use disorders (N=2), and 
others (N=3). There were no significant differences 
between girls and boys in presence of endogenous sub- 
type, presence of one or more concurrent diagnoses, 
mean age, socioeconomic status, or IQ. 

The following depression rating scales were admin- 
istered: the 17-item version of the clinician-rated Ham- 
ilton Rating Scale for Depression (2, 6), the 18-item 
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TABLE 1. Correlations of Scores on Four Depression Rating Scales for 45 Adolescent Inpatients 


Correlation (r) 


Girls (N=29, df=28) 


Hamilton 
Scale Scale CDRS-R CDI 
Children’s Depression Rating 
Scale—Revised (CDRS-R) 0.94° 
Children’s Depression Inven- 
tory (CDI) 0.795 0.895 
Reynolds scale 0.755 0.865 0.945 


Boys (N=16, df=15) Girls-Boys z Score? 
Hamilton Hamilton 
Scale CDRS-R CDI Scale CDRS-R CDI 
0.84° 1.52 
0.52° 0.41 1.46 2.908 
0.642 0.48 0.682 0.63 2.26* 2.674 


“Differences between correlations for the girls and for the boys were tested after first using Fisher’s r-to-Z transformation for the correlation 


coefficients and then using the normal z test (two-tailed). 
5p«0.0001. 
“p<0.05. 
45<0.01. 


clinician-rated Children’s Depression Rating Scale— 
Revised (CDRS-R) (7), the 27-item self-rated Chil- 
dren’s Depression Inventory (CDI) (8), and the 30-item 
self-rated Reynolds Adolescent Depression Scale (9). 

The Hamilton scale and the CDRS-R were scored at 
the time of the SADS interview, using information 
from the interview and answers to additional questions 
that were asked to clarify any items that could not be 
confidently rated from the interview alone. The inter- 
rater reliability (intraclass correlation coefficient, two- 
way random effects model) was 0.97 for the Hamilton 
scale and 0.98 for the CDRS-R for interviews that 1n- 
cluded an observer. Subjects filled out the CDI and the 
Reynolds scale at the same time (in random order), 
within 2 days of their SADS interviews. 

Pearson's correlation coefficients were calculated for 
scores on each of the six pairs of rating scales for the 
entire group and for the girls and boys separately. Dif- 
ferences between correlations for the girls and for the 
boys were tested after first using Fisher's r-to-Z trans- 
formation for the correlation coefficients and then us- 
ing the normal z test (two-tailed). 


RESULTS 


Scores on the two clinician-rated scales, the Hamil- 
ton depression scale and the CDRS-R, were highly cor- 
related (r=0.92, df=44, p<0.0001), as were scores on 
the two self-rated scales, the CDI and the Reynolds 
scale (r=0.87, df=44, p<0.0001). Correlations of 
scores on the clinician-rated scales with scores on the 
self-rated scales were somewhat lower: the correla- 
tions of scores on the CDRS-R with scores on the CDI 
and the Reynolds scale were 0.78 and 0.77, respec- 
tively, and the correlations of scores on the Hamilton 
scale with scores on the CDI and the Reynolds scale 
were 0.72 and 0.73, respectively (for all correlations, 
df=44, p<0.0001). Correlations of girls’ scores were 
higher than correlations of boys’ scores for all six pairs 
of rating scales, although the correlations were signifi- 
cantly higher for only three pairs: the CDRS-R and the 
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CDI, the CDRS-R and the Reynolds scale, and the CDI 
and the Reynolds scale (table 1). 

The mean+SD scores on the rating scales were 
16.0+6.9 on the Hamilton scale, 56.0+18.0 on the 
CDRS-R, 15.7+11.9 on the CDI, and 73.2+19.0 on 
the Reynolds scale. There were no significant differ- 
ences in mean scores between girls and boys (unpaired 
t test, two-tailed). 


DISCUSSION 


The findings of this study support the concurrent 
validity of self-rated depression scales for depressed 
adolescents, particularly girls. These findings are sim- 
ilar to those in a number of studies of adults (3, 10). 
Previous work showing higher correlations between 
the Carroll Self-Rating Scale and the Hamilton depres- 
sion scale for adults (3) than for adolescents (2) sug- 
gested that self-rated depression scales might not be 
as valid for adolescents as for adults. It was reassur- 
ing to find in the current study that the self-rated 
scales showed high concurrent validity for depressed 
adolescents. 

Gender appeared to be an important consideration, 
since the correlations between self-rated and clinician- 
rated scale scores were higher for girls than for boys. 
The lack of significant differences in mean scores be- 
tween girls and boys made it unlikely that the differ- 
ences in correlations were secondary to a floor effect. 
Boys may show more variability than girls in their abil- 
ity to be in touch with their depressive feelings or to 
express them, or in their use of denial. 

Financial and other factors are pressing clinicians to 
reduce the length of treatment for both inpatients and 
outpatients. Objective means of monitoring treatment 
response (e.g., rating scales) are an important part of 
the clinician’s arsenal. Clinician-rated scales require 
the time of a clinician trained to use them, thus limiting 
their usefulness as repeated measures. Self-rated de- 
pression scales appear to address this problem, since 
they are relatively quick and easy to administer and 
score. The high concurrent validity of self-rated de- 
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pression scales for depressed adolescents, especially 
girls, supports the use of self-report measures with 
these subjects for clinical and research purposes. 
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Response to 35% CO, as a Marker of Panic 
in Severe Anxiety 


Eric Griez, M.D., Jan Zandbergen, M.D., 
Henk Pols, M.D., and Catherine de Loof, Ph.D. 


One inhalation of 35% CO, was administered to 
each of 32 patients with high anxiety ratings. Only 
patients with panic disorder had increases in reported 
anxiety upon CO, intake. CO,-triggered anxiety ap- 
pears specific for panic disorder and independent of 
baseline anxiety. 

(Am J Psychiatry 1990; 145:796—797) 


he vulnerability of patients with panic attacks to 

carbon dioxide (CO,) inhalation has been repeat- 
edly observed. Whether they breathe a 5% concentra- 
tion or take a single inhalation of a 35% mixture, in 
panic disorder patients CO, rapidly increases anxiety 
to the point of a panic attack. In contrast, healthy 
control subjects who inhale CO, usually fail to report 
significant anxiety, let alone experience panic (1, 2). 

From these data it has been concluded that CO, 
probably activates specific mechanisms involved in the 
genesis of panic attacks. However, assuming there is 
no qualitative difference between panic attacks and 
other types of anxiety, some authors feel that there is 
no need to postulate the activation of specific panic 
mechanisms by CO,. They argue that CO, affects 
panic disorder patients and normal subjects equally 
and that panic disorder patients experience more post- 
test anxiety simply because of greater pretest anxiety. 
It has therefore been proposed that CO, vulnerability 
is merely a matter of arousal threshold (3). It follows 
that CO, should trigger panic in any highly aroused 
subject. 

In a recent single-inhalation trial with 35% CO,, 
panic disorder patients were compared with obsessive- 
compulsive patients (4). Baseline anxiety was assessed 
by means of the State-Trait Anxiety Inventory (5) and 
the self-rating Zung Anxiety Scale (6). Despite high 
levels of preexisting anxiety, the patients with obses- 
sive-compulsive disorder were not affected by CO,. 
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These results seem to contradict the hypothesis that 
baseline anxiety accounts for susceptibility to CQ . In 
the present study, we compared a group of panic dis- 
order patients with other anxiety patients selected pri- 
marily on the basis of high scores on anxiety question- 
naires. All subjects were challenged with 35% CO.. It 
was predicted that despite high levels of baseline anx- 
iety in all patients, only those affected by panic attacks 
would prove vulnerable to exposure to CO. 


METHOD 


The subjects were 32 patients who each had a rating 
of at least 50 on both the Zung Anxiety Scale and the 
State-Trait Anxiety Inventory (form A). One group 
consisted of 18 patients with panic disorder, eight men 
and 10 women aged 32.50+6.62 years (mean+SD). 
The other group consisted of 14 patients without panic 
attacks, six men and eight women aged 32.21+9.09 
years; it included five patients with social phobia, four 
with obsessive-compulsive disorder, three with dysthy- 
mia, one with body dysmorphic disorder, and one with 
a personality disorder. All diagnoses were based on 
DSM-III-R criteria. There were no significant differ- 
ences in age or gender distribution between the two 
groups. Áll subjects were in good physical condition 
and had been medication-free for 2 weeks. All pro- 
vided informed consent. 

Each patient underwent one vital capacity inhala- 
tion of a mixture containing 35% CO, and 65% O, 
and one inhalation of air, in random order and accord- 
ing to a double-blind design. The patients were told 
that they would be given two different harmless CO, 
mixtures that might, depending on the concentration 
and on individual sensitivity, cause sensations ranging 
from slight neurovegetative symptoms to a brief but 
definite anxiety experience. Anxiety was assessed im- 
mediately before and after each inhalation by means of 
a subjective analogue scale ranging from 0 (“not at 
all") to 100 (“strongest imaginable anxiety"). The sub- 
jects also filled out a questionnaire assessing panic at- 
tack symptoms before and after each inhalation; each 
item represented a DSM-III-R symptom and was rated 
from 0 (absent) to 4 (very intense) (range of total 
scores—0—52). The change after air inhalation was 
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Initial Anxiety Ratings and Response to Single Inhalation of 35% CO, of Patients With Panic Disorder and Other Anxious Pa- 


ae ee ee MEC MEM I NCC E LLL 


Panic Disorder 


(N718) 

Measure Mean 
Anxiety scores at beginning of study 

Zung Anxiety Scale 59.39 

State-Trait Anxiety Inventory 62.21 
CO, dose (liters) 3.48 
Net increase in ratings after CO, inhalation 

(increase after CO, minus increase after air) 

Analogue scale anxiety rating 35.28* 

Panic symptom score 12.28 


Other Anxiety | 

Diagnoses | 

(N14) ; | 
SD Mean SD (df=30) | U p 
5.49 56.07 5.77 1.61 n n.s 
8.13 60.29 9.31 0.73 - n.s 
0.84 3.50 0.77 007° ee n.s 

i 

22.26 2.50? 7.78 = | 4 0.002 

6.52 7.14 4.93 2.37 is 0.05 





*Range-10—90. 
ge=—20-10. 


subtracted from the change after CO, inhalation, 
yielding the net increase. This entire procedure has 
been described in detail elsewhere (4). Changes in anx- 
iety were analyzed with the Mann-Whitney U test; t 
tests for independent samples were used for all other 
results. All p values are two-tailed. 


RESULTS 


All results are displayed in table 1. The panic disor- 
der patients and other anxious patients did not differ 
significantly in initial anxiety ratings or amount of in- 


haled CO». There were striking differences between the 


groups in CO;-induced anxiety and in CO,-triggered - 


panic symptoms; the patients with other anxiety dis- 
orders largely escaped the effects of the challenge. 

To ensure that pretest anxiety was similar in the two 
groups at the moment of CO, intake, we performed a 
post hoc analysis of the preinhalation anxiety ‘ratings 
on the analogue scale. No significant difference was 
found between the patients with panic disorder 
(mean+SD=41,.11+23.42, range=10-75) and those 
with other anxiety disorders (37.86::17.73, range= 10— 
60) (U'—114, n.s.). 


DISCUSSION 


In the present study, both the panic and nonpanic 
anxious patients complained of severe, pervasive anx- 
iety and had high scores on two different anxiety rating 
scales. The nonpanic group presented some nosologi- 
cal heterogeneity, but if vulnerability to CO, had been 
primarily a function of baseline anxiety, all subjects 
would have been expected to display the same sensi- 
tivity to the challenge. However, only the patients with 
panic disorder were significantly affected by CO,. The 
comparison of pretest anxiety levels indicates that the 
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CO,-elicited anxiety was not primarily a matter of 
baseline anxiety. 

Ehlers et al. (3) found that when baseline anxiety 
was taken into account, panic disorder patients and 
normal subjects showed the same patterns of reaction 
to lactate and to 596 COQ . It was speculated that lac- 
tate and CO, challenges may lack specificity. Actually, 
both our previous findings (4) and présent results in- 
dicate a specific effect of 35% CO, in subjects with 
panic disorder. Our present findings demonstrate that 
high arousal, as determined with standardized ques- 
tionnaires, is not a sufficient condition for CO,-trig- 
gered anxiety, even though it may be a necessary one. 

Conceivably, a state of higher physiological arousal 
may persistently affect patients with ‘panic disorder 
and contribute to their proneness to| CO,-triggered 
anxiety. Therefore, at baseline panic disorder patients 
may be physiologically, rather than psychologically, 
different from nonpanic anxious subjects. No specific 
physiological measurements were performed in the 
present investigation. This limitation suggests interest- 
ing directions for future research on the mechanisms of 
CO, vulnerability in panic disorder patients. 
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Buspirone Augmentation of Fluoxetine 
in Obsessive-Compulsive Disorder 


Paul J. Markovitz, M.D., Ph.D., Susan J. Stagno, M.D., and Joseph R. Calabrese, M.D. 


Eleven obsessive-compulsive patients underwent a 
prospective open-label trial of fluoxetine monotherapy 
followed by buspirone augmentation. The combina- 
tion therapy was statistically superior to fluoxetine 
monotherapy. The results point to the importance of 
the 5-HT,, receptor in obsessive-compulsive disorder. 

(Am J Psychiatry 1990; 147:798—800) 


bsessive-compulsive disorder is hypothesized to 

arise from a disregulation of the serotonergic 
system of the CNS. Serotonergic antidepressants have 
documented efficacy in the management of this illness. 
Zimelidine, fluvoxamine, clomipramine, and fluoxe- 
tine all are highly specific for the serotonergic system 
and have been shown to decrease the sequelae of ob- 
sessive-compulsive disorder (1-3). 

While all of these agents increase serotonin, or 5- 
hydroxytryptamine (5-HT), it is uncertain how they 
reduce obsessive-compulsive symptoms. It is known 
that the levels of released monoamines are tightly reg- 
ulated by a series of autoreceptors (4), a system of 
presynaptic receptors controlling neurotransmitter 
concentrations in the synapse. Thus, the amount of 
released 5-HT should remain relatively constant and 
tightly controlled. Changes in the amount of 5-HT itself 
do not cause an acute reduction of symptoms. Many 
studies have shown that palliation of obsessive-com- 
pulsive disorder takes weeks to months with pharma- 
cological intervention. Changes in 5-HT levels may be 
only a common step in a cascade of events leading to 
the illness. Even if the level of synaptic 5-HT increases 
through reuptake blockade, it is unclear if this is the 
key to diminishing obsessive-compulsive symptoms. 

Serotonergic agents are effective in treating obses- 
sive-compulsive disorder. There is reason to believe 
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receptor subtype specific serotonergic agents enhance 
efficacy. Since the serotonergic system involves differ- 
ent receptor subtypes (5), we feel that an agent inter- 
preted as 5-HT postsynaptically, but not presynapti- 
cally, could augment treatment. Studies in rats suggest 
that the 5-HT,, receptor is postsynaptic and the 5- 
HT, receptor is presynaptic. The latter is felt to be the 
autoreceptor, but no 5-HT,, receptor has yet been 
found in humans (5). Buspirone, a 5-HT,, agonist, has 
no 5-HT, affinity. Its specificity for the 5-HT, site 
makes it an ideal drug for augmenting antidepressant 
monotherapy in obsessive-compulsive disorder. Addi- 
tion of buspirone to a potent serotonergic antidepres- 
sant should improve outcome by effectively increasing 
synaptic 5-HT. This would, in turn, point to the 5- 
HT, receptor as a possible key to controlling obses- 
sive-compulsive disorder. These basic observations 
suggest that patients with obsessive-compulsive disor- 
der may experience added benefit from fluoxetine 
when that drug is augmented with buspirone. 


METHOD 


Eleven patients who met the DSM-III-R criteria for 
obsessive-compulsive disorder underwent a prospective 
open-label trial of fluoxetine monotherapy followed by 
buspirone augmentation. Each subject completed an 
SCL-90-R and the Maudsley Obsessive-Compulsive 
Inventory before the initial interview. These patient- 
rated tests were repeated every 4—6 weeks during the 
study. One patient could not tolerate clomipramine, 
two were resistant to monoamine oxidase inhibitors, 
and three were resistant to tricyclic antidepressants 
other than clomipramine. Three had shown inade- 
quate responses to neuroleptic trials, two had failed to 
respond to behavioral therapy, and nine showed no 
response to other forms of psychotherapy. Six of the 
individuals were women and five were men. The 
mean+SD age was 25+6 years, and the duration of 
the illness was 168 years. Informed consent was ob- 
tained from all subjects after the procedure was fully 
explained. 

Fluoxetine was started at a dose of 20 mg/day and 
increased by 20 mg every third morning to a dose of 80 
mg/day. All individuals in the study tolerated this dose 
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TABLE 1. Scores on the Maudsley Obsessive-Compulsive Inventory and SCL-90-R of 11 Patlents With Obsessive-Compulsive Disorder 


Who Received Fluoxetine Alone and With Busplrone 


Monotherapy 


Duration Baseline 

Patient (weeks) Maudsley SCL-90-R 

1 7 13 106 

2 11 26 172 

3 8 27 76 

4 10 20 242 

5 10 18 99 

6 18 24 219 

7 48 29 265 

8 9 16 227 

9 8 17 106 
10 31 22 155 
11 38 22 230 
Mean 18.0 21.3 172.5 
SD 14.3 5.0 67.6 


without significant adverse effects. After 7—48 weeks 
of fluoxetine monotherapy, 5 mg t.i.d. of buspirone 
was added to the regimen. The three doses were given 
with meals, since prandial administration of buspirone 
has been reported to double the area under the serum 
concentration curve (6). The buspirone was increased 
by 5 mg at dinner on day 4, by 5 mg at breakfast on 
day 7, and by 5 mg at lunch on day 10—for a final 
dose of 10 mg t.i.d. One individual noted drowsiness 
after taking buspirone, and that patient's dosing sched- 
ule was changed to 10 mg at dinner and 20 mg with a 
bedtime snack. None of the individuals were allowed 
to participate in behavioral therapy uritil they com- 
pleted the study. Supportive therapy was provided at 
their follow-up appointments, and they were in- 
structed to resist their obsessions. Changes in obses- 
sive-compulsive behavior were assessed by comparing 
the Maudsley inventory and SCL-90-R scores at entry 
to the scores at the end of monotherapy and 4 weeks 
after buspirone augmentation. Successful outcome was 
defined as a 25% reduction in test scores. The conserv- 
ative consensus of clinical opinion was that this thresh- 
old indicates at least moderate improvement. The data 
were further analyzed by means of two-tailed Student's 
t tests. 


RESULTS 


Nine of the 11 individuals treated showed reduc- 
tions on the Maudsley Obsessive-Compulsive Inven- 
tory of at least 2596 after a course of fluoxetine mono- 
therapy (table 1). The mean decrease in scores for the 
group was statistically significant (t=5.31, df=10, 
p«0.001). Likewise, the SCL-90-R overall scores 
showed a clear improvement after fluoxetine mono- 
therapy (t=2.99, df=10, p<0.02). The average reduc- 
tion in total score on the SCL-90-R was over 50 
points; seven of the 11 patients each showed at least a 
2596 decrease in total score. The SCL-90-R subscales 
measuring obsessive-compulsive behavior, depression, 
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Score | 
Fluoxetine Fluoxetine Plus Buspirone 
Maudsley SCL-90-R Maudsley, SCL-90-R 
3 61 p 16 
16 93 7 1 45 
10 11 3 | 2 
13 144 D. i 76 
13 150 16 | 189 
19 201 16 158 
13 82 12 68 
18 202 ij 7 107 
11 70 7 i 58 
16 109 10 | 75 
16 200 14 | 105 
13.5 120.3 9.9 | 81.7 
4.5 64.3 49 | 56.0 
| 


anxiety, and interpersonal sensitivity showed signifi- 
cant improvement with fluoxetine marina (p= 
0.01 in all four cases; data not shown)! These findings 
are consistent with the previous work: looking at the 
outcome of obsessive-compulsive disorder after fluox- 
etine treatment (7—9). 

Addition of buspirone to the fluoxetine enhanced 
therapeutic outcome according to all df the measures 
used. Once again, a 25% reduction in test scores was 
used as a measure of response. After combination 
treatment, 10 of the 11 patients had lower scores on 
the Maudsley inventory than at entry, into the study 
(t=5.85, df=10, p«0.001). When comparing the com- 
bination therapy to monotherapy, we excluded patient 
1 when assessing Maudsley inventory scores since this 
patient’s score had already normalized, Five of the 10 
remaining subjects each showed at least a 2596 im- 
provement above and beyond that following mono- 
therapy. As a group, there was statistically better out- 
come with the combination therapy than with 
fluoxetine monotherapy (t=3.23, df=9, p<0.02). Ten 
of the 11 patients showed greater than 25% i improve- 
ment in their SCL-90-R scores since their entry into the 
study (t=3.81, df=10, p<0.01). When comparing 
combination therapy to monotherapy, we excluded 
patient 3, whose SCL-90-R score had already been 
lowered to the normal range. Six of the 10 remaining 
subjects showed clear gains. The group outconie with 
combination therapy was again better than with 
monotherapy (t=3.20, df=9, p<0.02). Scores on the 
obsessive-compulsive behavior, depression, anxiety, 
and interpersonal sensitivity subscales of the SCL-90-R 
all showed clear gains over the scores at entry (p= 
0.001, 0.01, 0.01, and 0.001, respectively; data not 
shown) and after fluoxetine monotherapy (p=0.01, 
0.01, 0.01, and 0.02, respectively). Fluoxetine- buspi- 
rone combination therapy was significantly better than 
fluoxetine monotherapy for nine of the 11 individuals, 
according to the score on the Maudsley inventory, 
SCL-90-R, or both. 
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DISCUSSION 


These preliminary data suggest buspirone augmen- 
tation of fluoxetine results in the objective improve- 
ment of obsessive-compulsive symptoms. Overall, nine 
of 11 patients experienced improvements in their 
Maudsley inventory and/or SCL-90-R scores of 25% 
or more after buspirone was added to fluoxetine. The 
efficacy of fluoxetine monotherapy in treating obses- 
sive-compulsive disorder is already documented (7—9). 
Although the efficacy of buspirone in the treatment of 
obsessive-compulsive disorder has never been system- 
atically documented, we hypothesized that it would 
improve outcome because of its 5-HT,, receptor bind- 
ing. Buspirone potentiation of fluoxetine causes an 
effective increase in the amount of synaptic 5-HT. Our 
hypothesis was predicated on basic observations cor- 
relating pathophysiology, the role of receptor location 
in mechanism of action, and therapeutic outcome. 

Qur findings suggest a role for buspirone potentia- 
tion of fluoxetine in the management of obsessive- 
compulsive disorder. They need to be replicated with a 
larger sample, a double-blind design, and a clinician- 
rated measure of obsessive-compulsive disorder. Al- 
though it is possible that the continued administration 
of fluoxetine alone might have led to similar results, 
two observations argue against this point. First, the 
average length of our monotherapy drug trial was 18 
weeks. Second, the three patients who received fluox- 
etine alone for over 30 weeks had exhibited. no im- 
provement within the last month, and two of the three 
showed marked responses to buspirone augmentation. 
One might also ask whether the improvement noted 
represented a true reduction in obsessive-compulsive 
disorder or a diminution of the patients’ generalized 
anxiety. The reductions in Maudsley inventory scores 
suggest that the improvement was related to a decrease 
in obsessive-compulsive disorder. Just as important, 
the SCL-90-R scores indicate that patients feel better 
when taking the combination therapy. 

Few studies have evaluated the efficacy of buspirone 
monotherapy in the treatment of obsessive-compulsive 
disorder. The available data are conflicting. In a well- 
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designed open trial of buspirone monotherapy, Jenike 
and Baer (10) found no change in obsessive-compul- 
sive symptoms in 14 patients with obsessive-compul- 
sive disorder. Perhaps the available pools of 5-HT are 
perturbed to such an extent that buspirone alone can- 
not alter the course of illness. These observations are 
consistent with the numerous reports concerning the 
usefulness of augmentation regimens in the treatment 
of refractory disease, e.g., lithium augmentation of tri- 
cyclic antidepressants in depression. When weighed 
against the side effect profile of clomipramine, buspi- 
rone potentiation of fluoxetine appears superior. These 
data suggest that this augmentation regimen may play 
a role in the management of obsessive-compulsive 
disorder. 
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PSYCHOTHERAPY 


The Psychotherapeutic Process: A Research Handbook, ed- 
ited by Leslie S. Greenberg, Pb.D., and William M. Pinsof, 
Ph.D. New York, Guilford Press, 1986, 734 pp., $65.00. 


This comprehensive overview of psychotherapy research 
lives up to its billing as "the first state-of-the-art handbook” 
in the field to appear in more than a decade. The editors and 
contributing authors more than meet their three major goals: 
to stimulate research on the process of psychotherapy, to 
expose the reader to developments in psychotherapy process 
research, and to consolidate methodological information on 
such research. 

The book is divided into three major sections. Section one 
is an impressive 20-page introduction by the editors, who 
present an overview of “Process Research: Current Trends 
and Future Perspectives." Greenberg and Pinsof emphasize 
that during the past decade there has been a steady concep- 
tual and methodological convergence of process and out- 
come research. Another important new trend is the limiting 
of the process and the outcome variables studied. Outcome, 
which colloquially has been known as "the big O,” is be- 
coming a series of “little o's." Importantly, what happens 
outside the psychotherapeutic sessions is beginning to be 
seen as a factor that often has powerful, if not determining, 
influences on therapy. The third major trend consists of in- 
creased efforts to study the therapeutic relationship or, as it 
is called in this book, the therapeutic alliance. 

Section two comprises 15 chapters, each of which de- 
scribes the development and use of various “process analysis 
systems." These are descriptions of the theoretical back- 
ground, development, and application of quite a few psycho- 
therapy research instruments. Nine chapters in the section 
are devoted to nonparticipant observation systems or self- 
report measures and the remaining chapters are devoted to 
observational measures, including the use of videotapes as 
well as questionnaires. Section three consists of three discus- 
sions of methodological issues and problems in psychother- 
apy process research. The last chapter in this section is an 
overview of research strategies and recommendations for fu- 
ture studies. 

The editors gave a recommended chapter outline to each 
of the authors of chapters describing psychotherapy research 
measures and programs. In view of the complexity of these 
research approaches and instruments, the recommended 
chapter outline seems to me to have been especially valuable 
in that it provided a reasonable degree of consistency from 
chapter to chapter. The major points in that outline are a 
brief description of the particular instrument or program; 
data on its technical aspects, development, and application 
(including reliability and validity data); and preliminary re- 
sults of its use. 

The 15 descriptions cover most of the major psychother- 
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apy research programs in North America. Different psycho- 
therapy orientations are included. For example, four chap- 
ters are descriptions of psychotherapy research being carried 
out by investigators who have a client-centered orientation; 
three chapters, including that of Strupp and his colleagues at 
Vanderbilt, are by investigators who have ia psychoanalytic 
background; and several chapters are devoted to family 
systems. 

I was delightfully surprised to see the vast amount of cre- 
ative work that is being done, and I was impressed by the 
scope of the efforts in this needed research area. Some of the 
nonparticipant observation systems include research into 

"experiencing scales" that purport to measure what the pa- 
tient is feeling and also what the therapist: is feeling during 
the therapy session. Other interesting approaches include the 
evaluation of vocal and verbal activity and quality during the 
session and new detailed methods for analyses of videotapes 
of family interactions. Pinsofs lengthy chapter describes the 
extensive development of the family therapist coding system. 
It has potential for research in a field that too often ap- 
pears to be either a series of encounters with a charismatic 
therapist or somewhat jumbled, amorphous group ther- 
apy sessions. The presentation of the Vanderbilt Process 
Measures sketches the progress of the work of Strupp and his 
colleagues over the past 30 years. Their peu are 
substantial. 

I was especially interested by Orlinsky dnd Howard's dis- 
cussion of “The Psychological Interior of Psychotherapy: Ex- 
plorations With the Therapy Session Reports." They de- 
scribed eight simple scales on which patients rate their styles 
of relating to the therapist and eight parallel patient-rated 
scales on their perceptions of the therapist's style of relating. 
Some of the scales are responsiveness, talkativeness, expres- 
sion of feelings, criticism, initiative, and control of the ses- 
sion. Orlinsky and Howard note that, previously, they had 
found substantial correlations between therapists! and pa- 
tients’ reports of the content of sessions on only 11 of 18 
topics. That disparity brings to mind the candid but, unfor- 
tunately, too-little-known article by Raymond Waggoner, 
Sr., entitled “Communication With a ani (1). Dr. Wag- 
goner described a patient who bequeathed him her diary. It 
contained her notes on their therapy sessions, which had 
taken place 20 years previously. After he received the diary, 
Dr. Waggoner retrieved his old therapy notes and compared 
them with the patient's descriptions of the sessions. There 
were immense differences between the patient's firsthand ac- 
counts of what she had felt and Dr. Waggoner' s views of 
what had transpired during the sessions. | 

The Psychotherapeutic Process is described as a handbook 
for those interested in psychotherapy process research. It is a 
long book and, in places, is somewhat difficult to read; how- 
ever, I found it to be highly stimulating. lt is needed by 
everyone doing research in the extremely complicated field of 
psychotherapy, and it can be of immense ‘aes to all psy- 
chotherapists as well. 
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Psychotherapy of Neurotic Character, by David Sbapiro. 
New York, Basic Books, 1989, 256 pp., $22.95. 


David Shapiro’s first book, Neurotic Styles (1), has, since 
its publication in 1965, become a minor classic. In that book 
he showed that neurotic symptoms are not merely associated 
with but inextricably embedded in neurotic character pat- 
terns and that a neurosis is not something patients have but 
represents what patients are in the broad sweep of their at- 
titudes and modes of self-deception. Influenced by Reich's 
Character Analysis (2), Shapiro remained nonetheless within 
the framework of the classic psychoanalytic tradition, par- 
ticularly that exemplified by Karl Abraham. 

In Psychotherapy of Neurotic Character, Shapiro delin- 
eates a therapeutic style geared to his conception of the neu- 
rosis as a total way of being rather than as an expression of 
a specific drive-defense conflict. Although patients may see 
their symptoms as alien to their conscious view of them- 
selves, the trained observer will detect consistencies that 
elude the patients themselves. Accordingly, Shapiro empha- 
sizes, the “material” of the therapeutic process is not what 
patients say—not, that is, the verbal content of their “‘asso- 
ciations” during the hour—but the patients themselves—the 
totality of their "style." In particular, the therapist's goal is 
to direct patients' attention to the various ways in which they 
alienate themselves from their true feelings to avoid or re- 
duce anxiety, shame, and guilt. (Here Shapiro approaches 
Winnicott’s concept of the “false self" as the essence of neu- 
rotic impairment.) 

Working within the psychoanalytic tradition, Shapiro 
presents an innovative therapeutic approach that is hetero- 
dox in many respects. He indicates little interest in the ge- 
netic roots of the neurosis; for him what is salient is the role 
of the adult personality in maintaining the self-deceptions 
and self-estrangements that constitute the neurotic disorder. 
He is sharply critical of the use of the couch because he feels 
it promotes attention to verbal content rather than to the 
totality of the “patient-as-person.” Indeed, he suggests that 
much of what classic psychoanalysis regards as the repressed 
unconscious is merely mental content that is unattended to— 
closer to the Freudian preconscious. It is not the unearthing 
of reactivated infantile conflict but the consistent articulation 
of current efforts at obscuring genuine feelings and intentions 
that contributes to the beneficial effects of the therapy. 
Transference is also conceptualized in this light not as the 
repetition of early patterns of relationship but as expressions 
in the therapeutic situation of longstanding characteristic de- 
formations of human interactions in general. 

It is clear that Shapiro is no believer in focal or brief ther- 
apies or in the imposition on the process of preconceived 
programs or plans. “Any attempt,” he says, "to penetrate 
‘directly’ to what the therapist may assume to be the prob- 
lem ... will only waste time, not save it" (p. 205). The book 
is full of telling vignettes that exemplify Shapiro's therapeutic 
style and lucidly underscore his theoretical underpinnings. 
It is also written with elegance and grace, its points argued 
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in a nonpolemical but persuasive, almost conversational, 
manner. 

Shapiro is an original. His revisionist ideas will, no doubt, 
generate controversy; his lack of interest in the reconstructed 
historical origins of neurotic patterns will be criticized by 
those who continue to believe that an understanding of these 
origins is of crucial importance to the resolution of current 
conflicts and by those who believe in' the pragmatic value of 
a coherent “life narrative." The empirical test—that of ulti- 
mate therapeutic effectiveness—continues to elude our avail- 
able research methods, but the humanity, wisdom, sensitiv- 
ity, and good sense that fill the pages of this unpretentious 
volume will have a profound effect on readers who are open 
to new perspectives on dynamic psychotherapy. This is a 
book I can unhesitatingly recommend to anyone who is en- 
gaged in this work. 
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The Technique of Psychotherapy, 4th ed., parts 1 and 2, by 
Lewis R. Wolberg, M.D. Orlando, Fla., Grune © Stratton 
(Harcourt Brace Jovanovich) (Philadelphia, W.B. Saunders 
Co., distributor), 1988, 1,640 pp., $139.50. 


This massive psychotherapy compendium, first published 
in 1954, addresses practically everything you ever wanted to 
know about psychotherapeutic theory and practice. Vast in 
scope, the book provides both conceptual and practical cov- 
erage of a bewildering range of topics. Covered are schools 
and types of psychotherapy, elements of therapy efficacy, 
diagnostic interviewing and assessment, therapy issues rele- 
vant to various DSM-III-R diagnostic entities, treatment 
strategies from intake to termination, psychotherapy super- 
vision, crisis intervention, and short-term psychotherapy. 
Unique in the literature are Wolberg's 22 appendixes, which 
include, among other things, office forms for mental status, 
initial assessment, monthly progress reports, and a termina- 
tion summary; outlines for case presentations; instructions 
for medications; and even a job application for new clinical 
staff members. If that is not enough, the book has a highly 
detailed bibliography of books and audiovisual material suit- 
able for training and bibliotherapy, including addresses of 
where materials may be obtained. 

Wolberg’s approach is broadly eclectic and generously ec- 
umenical but steeped in the classical psychodynamic heri- 
tage. The author's perspective is apparently based on his 
lengthy and distinguished career as a psychotherapist, clini- 
cal supervisor, and administrator rather than a disciplined 
commitment to empiricism in delineating what is known 
about psychotherapy. Consequently, Wolberg's outlook on 
psychotherapy stands in contrast to Bergin and Garfield's 
research-oriented Handbook of Psychotberapy and Bebavior 
Change (1). One looks in vain for recent citations reflecting 
developments in the now booming empirical study of psy- 
chotherapy process and outcome, a great deal of which is 
published in the psychological literature (for example, the 
recent work of Mardi Horowitz, Hans Strupp, Weiss and 
Sampson, Ken Howard, and David Orlinsky). This latter 
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point probably represents the book's greatest liability. Fur- 
ther, like any compendium, the work sacrifices some depth 
for breadth. It is, of course, no substitute for experiential 
training and clinical supervision. Nevertheless, The Tech- 
nique of Psychotherapy in its new edition remains an impor- 
tant and valuable reference text, full of practical information 
for all practitioners of the "impossible profession."' 
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PSYCHOANALYSIS 


Relational Concepts in Psychoanalysis: An Integration, by 
Stephen A. Mitchell. Cambridge, Mass., Harvard University 
Press, 1988, 317 pp., $25.00. 


A new book by the coauthor of the widely acclaimed Ob- 
ject Relations in Psychoanalytic Theory (1) is likely to be 
anticipated with high expectations. In their previous book, 
Jay Greenberg and Stephen Mitchell offered a comprehensive 
review of theories that focus on object relations theory and 
interpersonal behavior. In this new book, Mitchell applies 
what he calls a “relational” perspective—an approach in- 
spired by the work of Sullivan, Fairbairn, Bowlby, and Stern 
that makes the interpersonal world central and diminishes 
the importance of the drives—to a broad range of topics, 
including sexuality, infant development, narcissism, psycho- 
analytic technique, and the role of will and determinism. 

Although the range of topics discussed is very broad, the 
focus on the relation of self to others provides a strong uni- 
fying theme: 


The basic unit of study is not the individual as a sep- 
arate entity whose desires clash with an external reality, 
but an interactional field within which the individual 
arises and struggles to make contact and to articulate 
himself. Desire is experienced always in the context of 
relatedness, and it is that context which defines its 
meaning. (p. 3) 


According to Mitchell, one of the strengths of a relational 
approach is that it offers a compelling explanation for un- 
derstanding why people stay attached to self-defeating rela- 
tionships. Loyalty to “bad objects" is quite comprehensible 
from Mitchell's relational perspective: 


By becoming like the depressed, masochistic, or sadis- 
tic parents, . . . [the child] preserves a powerful bond to 
them .... At the core of the repressed is not a trauma, 
a memory, or an impulse, but a relationship—a part of 
the self in close identification with a representation of 
the actual caretakers—which could not be contained in 
awareness and in continuity with other experiences of 


the self. (p. 27) 


Object Relations in Psychoanalytic Theory was primarily 
a theoretical review, but in Relational Concepts in Psycho- 
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analysis Mitchell applies relational theory to work with pa- 
tients. His vivid clinical examples demonstrate, among other 
things, how misplaced loyalty to significant others can lead 
to severe psychopathology and how analysis can help undo 
those disturbed attachments and make room for healthier 
Ones. | 

In conclusion, readers will find Mitchell to bea persuasive 
advocate for the centrality of relational thinking in psycho- 
analytic theory and clinical practice. Although some readers 
will not be willing to go as far as Mitchell does in jettisoning 
drive theory altogether, most psychoanalytic clinicians will 
profit from the thought-provoking ideas so capably pre- 
sented in this book. As an added bonus, Mitchell writes very 
well, and his use of metaphor and wit make this book a 
pleasure to read. 
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The Annual of Psychoanalysis, vol. XVI, 1988, edited by the 
Chicago Institute for Psychoanalysis. Madison, Conn., In- 
ternational Universities Press, 1988, 370 pp., $40.00. 


This volume of The Annual of Psychoanalysis is dedicated 
to Samuel D. Lipton, M.D., two of whosejterse and crusty 
papers—on the doubtful necessity of training analysis and 
the lack of concordance between the techniques and assump- 
tions of contemporary psychoanalysis and those of its 
founder—begin the volume. Lipton decries “the post-Freud- 
ian division of psychoanalytic treatment into psychoanalysis 
proper and psychoanalytic therapy” (p. 31) and concludes 
that “modern analytic technique suffers from an undue for- 
malism, which is quite different from Freud's technique" (p. 
31). Lipton rails at an orthodoxy that blurs the distinction 
between treatment and training. Occasional!bouts of psycho- 
analytic treatment sufficed as training for the founding circle 
and should prove adequate today. Treatment, when neces- 
sary, is quite another matter and should be handled outside 
the realm of candidacy. Psychoanalysis has evolved as a dis- 
cipline quite different from that envisioned by its founder, 
and Lipton mourns the loss of charm and innocence associ- 
ated with those early days. 

This volume of The Annual of Psychoanalysis i is a lively 
addition to this always reliable series. Merton M. Gill revisits 
the concept of metapsychology and states that “Freudian 
natural-science metapsychology is a serious obstacle to the 
development of psychoanalysis [providing] explanations 
which are only pseudoscientific apings of natural science" (p. 
46). David S. Spira points out that patients approach psy- 
choanalytic treatment with powerful theoretical positions of 
their own-—sets of belief that influence the ways they present 
themselves, dictate what they will declare as symptoms, and 
serve the function of defensive intellectualization. 

The balance between reality and our affectively toned 
awareness of it occupies Charles M. Jaffe, who adds to the 
growing stream of new work on the nature of disavowal by 
presenting an excellent review of the many and varied ways 
this term is used in the psychoanalytic literature. It is an 
excellent presentation, concentrating our attention on the 
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work of Basch and others who have forced a reconsideration 
of the concept in terms of modern neurobiology and com- 
munications theory. Jaffe’s paper will serve the interested 
reader as an appetizer to the more recent work of Edelstein 
et al. (1), which takes the process of disavowal out of formal 
psychoanalytic discourse into the broader world of contem- 
porary psychology, sociology, neurology, and politics. 

Good psychoanalytic case histories form a literature of 
their own; they are compelling narratives in which the fiery, 
passionate, day-to-day struggles of the analytic process allow 
the life of an individual to change direction with all the firm 
and ponderous clumsiness of an ocean liner. Philip Rubovits- 
Seitz presents a case history of such charm and erudition that 
itdeft a lasting impression on me. He reports the successful 
analysis of a man “with multiple left-hemisphere-mediated 
cognitive defects including a speech disorder and a full-scale 
IQ of only 107" (p. 213). Here the analyst was forced to 
drop any preconceived notions about the relationship be- 
tween the ability to create or comprehend high-level theoret- 
ical formulations and the capacity for emotional growth. The 
author reviews the literature on the nature of intelligence and 
the.process of metaphor formation in terms of psychoana- 
lytic theory and practice. It is at once a warm and loving, a 
scholarly, a psychoanalytically correct, and an eminently 
useful discussion of a subject rarely discussed in our field. 

Margret Schaefer discusses Kafka's Tbe Metamorpbosis in 
terms of self psychology, and George H. Pollock presents his 
“Notes on Abandonment, Loss, and Vulnerability." In an 
era of journalistic surfeit (how big is the stack of books on 
your desk?), the savvy reader of psychoanalytic literature 
knows what to buy and what to ignore. Year after year, The 
Annual of Psychoanalysis has presented thought-provoking 
material in such a way that its very inclusion in the volume 
makes a statement about it. If something appears in one of 
our volumes, say the editors, it is both unusually interesting 
and interestingly unusual. This is one of the few yearly pro- 
ductions I read with avidity, and one of the few that rarely let 
me down. 
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Theories of the Unconscious and Theories of the Self, edited 
by Raphael Stern. Hillsdale, N.J., Analytic Press, 1987, 282 
pp., $39.95. 


Psychoanalytic theory has become a subject of interest to 
several other disciplines which seem to demand that psycho- 
analysis either meet their standards or be reinterpreted in 
regard to new findings from their field. Historians and phi- 
losophers of science have thus addressed themselves to the 
task of judging psychoanalysis, sometimes questioning its 
fitness to be considered a science but more frequently calling 
it to task for not meeting standards of philosophical or lit- 
erary thinking. Not surprisingly, none of these endeavors 
recognizes that psychoanalysis and psychodynamically ori- 
ented psychiatry are related to medicine and must be meas- 
ured in a therapeutic setting as a clinical specialty. The re- 
sults of the invasion of psychoanalysis by philosophers of 
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science has not been totally unproductive, but the results 
have tended to be intellectual exercises and constructions 
that fuel much heated debate between academics. The debate 
has occasionally been joined by those few psychoanalysts 
with a special background in the philosophy of science (1, 2). 
Most psychoanalysts, however, remain dedicated to clinical 
work. Even analysts who are interested in contributing to 
psychoanalytic theory are unconcerned about whether psy- 
choanalysis meets the philosophical criteria to justify its clas- 
sification as a hermeneutic endeavor rather than a science. 

Although philosophers of science and professors of litera- 
ture with deconstructionist orientations may be stimulated 
by their incursions into psychoanalysis and delighted to ex- 
pand and enrich their literature in the process, there is little 
evidence that the traffic has gone both ways. Psychoanalytic 
practice and methodology remain the predominant sources 
of expanding psychoanalytic theory and knowledge of hu- 
man behavior. 

This volume represents a somewhat different attempt at 
cross-fertilization of psychoanalysis with other disciplines. It 
attempts to bring together psychoanalysts and members of 
other disciplines in the hope that the combination of philos- 
ophers, cognitive psychologists, and psychoanalysts will lead 
to new and exciting insights. The papers included are the 
result of a "group of conferences and seminars sponsored by 
the Association of Philosophy of Science, Psychotherapy and 
Ethics, which were held at the Graduate Center of the City of 
New York." The editor teaches philosophy and heads the 
Association. He is extraordinarily and unrealistically opti- 
mistic about the possibilities of an interdisciplinary augmen- 
tation of psychoanalytic theories of the unconscious and the 
self. Addressing specific areas of psychoanalytic knowledge 
requires the participation of psychoanalysts with differing 
theoretical and clinical positions rather than members of sev- 
eral disciplines all of which are unrelated to clinical practice. 

It is difficult to know how the material included in this 
volume reflects the structure of the conference or even 
whether the papers are from several conferences or seminars. 
The content might be more coherent if it had followed the 
presentation format of a meeting. Perhaps, however, the in- 
terdisciplinary nature of the conferences makes the resulting 
product uneven and difficult to follow. This is unfortunate 
because several well-developed papers are included that de- 
serve the reader's attention. Papers by Kernberg on the un- 
conscious, Átwood and Stolorow on subjectivity, and Eagle 
on cognitive views of the unconscious provide scholarly re- 
flections on dynamic theory that will strike the psychiatric 
reader as familiar and helpful contributions. The rest of the 
papers represent the result of applying the tools of philoso- 
phy to the clinical situation: they prove to be both confusing 
and impenetrable. I found the series of papers subjecting the 
unconscious and the self to the requirements of cognitive 
psychology simplistic and rather condescending to the psy- 
choanalytic concepts they strive to restate or improve. 

In his notion that an interdisciplinary approach can solve 
problems that elude psychoanalysis the editor seems un- 
aware of the shift away from a view of the primacy of in- 
stinctual drives and defenses against them toward an aware- 
ness of object relations as well as self-objects that has been 
central to the last 20 years of psychoanalytic thinking. Read- 
ers unfamiliar with the progression of psychoanalytic theory 
from a conscious-unconscious topographical model (id psy- 
chology) to the structural hypothesis with id-ego-superego 
components and the outgrowth of ego psychology might be 
led to believe that the material contained in this volume gives 
an adequate account of psychoanalytic theory. Furthermore, 
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recent and important contributions in the area of theory are 
ignored; no mention is made of Kohut or self psychology. 
More informed réaders will not find much new in this vol- 
ume but might feel annoyed at the invasion of psychoanalytic 
theory and its expropriation for such superficial use. 
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The Kohut Seminars on Self Psychology and Psychotherapy 
With Adolescents and Young Adults, edited by Miriam El- 
son. New York, W.W. Norton @& Co., 1987, 318 pp. 
$32.95. 


It is a rare privilege to be allowed to observe a creative 
mind in the process of creation. Heinz Kohut (1913—1981) 
was the single most innovative thinker in psychoanalysis dur- 
ing the 1960s and 1970s. His ideas resulted in a major re- 
formulation of psychoanalytic theories of the self and 
brought about a new approach to the treatment of narcissism 
and disturbances of self-esteem. In this excellent book, tran- 
scribed and superbly edited by Miriam Elson from tape-re- 
corded clinical seminars at the University of Chicago, the 
reader can follow the evolution of the new self psychology as 
it crystallizes in Kohut's mind. 

The book's first section consists of seven theoretical chap- 
ters in which Kohut discusses the main concepts of the new 
psychology of the self. Beginning with general considerations 
of the role of theory in scientific research, he underlines the 
inescapability of value judgments when choosing a preferred 
theory. Thus prepared, he can discuss the development of 
narcissism—love of self as differentiated from the love of 
others—in a scientific manner without getting lost in moral- 
izing. From narcissism and narcissistic wounds the discus- 
sion naturally evolves into a consideration of the formation 
of self-esteem and from there to the emergence of a sense of 
self. Parallel with observing the development of the self out 
of the baby's interactions with its caregivers, the reader also 
sees new concepts arise, such as the grandiose self, self nuclei, 
and self-object, to illuminate the dynamics of self-emergence. 
One is hardly aware that he or she is witnessing the birth of 
a whole new comprehensive and cohesive theory—the psy- 
choanalytic psychology of the self. The ensuing chapters 
elaborate on the self's essential need for an empathic envi- 
ronment and on the basic processes involved in the acquisi- 
tion of a cohesive self-structure with ambitions, ideals, val- 
ues, and goals. 

The 12 chapters of the second section present illustrative 
case seminars. Each seminar starts with the presentation of a 
case by a psychiatrist or other mental health professional to 
Kohut and the staff of the clinic. Kohut's spontaneous re- 
sponses to the clinical material are the most valuable part of 
this book. He moves easily from practical clinical-diagnostic- 
therapeutic comments to sophisticated philosophical points 
to far-seeing speculations of theoretical interest. Old and 
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new ideas are examined with critical discernment. Questions 
and answers fly back and forth among Kohut, staff, and 
students in an ambience of searching scientific inquiry. All 
participants—and that will include the readers of this vol- 
ume—come away enriched for having sat at the feet of an 
uncommonly superb teacher during his most creative decade. 


ERNEST S. WOLF, M.D. 
Chicago, Ill. 


The Selected Correspondence of Karl A. Menninger, 1919- 
1945, edited by Howard J. Faulkner and Virginia D. Pruitt. 
New "Haven, Conn., Yale University Press, 1989, 432 pp., 
$40.00. | 


Karl Menninger is a giant in the history of twentieth-cen- 
tury psychiatry in the United States; therefore, a selection of 
his correspondence is most welcome. He once estimated that 
he wrote about 80 letters a week. Given that he got his M.D. 
from Harvard in 1917 and is still going strong (as of the 
summer of 1989), that means his Mii: dd has been 
immense. 

This particular collection provides the básis for the con- 
viction that, if only in terms of the intensity. of his activities, 
the scope of his interests, and the longevity of his career, 
Menninger deserves to rank by temperament as the Winston 
Churchill of the psychiatric profession in the United States. 
No one else I can think of can compare either with Men- 
ninger's output or his impact on the society around him. As 
a writer of best-selling books and popular as well as profes- 
sional articles he has been tireless; his contribution to hu- 
manitarian causes earned him the Medal of Freedom, which 
he received from President Jimmy Carter in 1981. 

By 1920, Dr. Menninger was “head over heels" in his 
infatuation with psychoanalysis. Like other North American 
followers of Freud, Menninger was responding to the ther- 
apeutically optimistic side of the promise of analysis and 
became a thorough convert. He and his father founded the 
Menninger Clinic in 1920, where they were later joined by 
Karl's brother, William. In 1924 Karl Menninger helped es- 
tablish the American Orthopsychiatric Association, and in 
1926 he added a school for disturbed children to the sani- 
tarium he had established in Topeka in 1925. 

These letters document Karl Menninger’s various enthus- 
iasms, his struggles against the conservative psychiatric es- 
tablishment, and his participation in a variety of psychoana- 
lytic conflicts. He underwent several personal analyses; the 
most important in duration and personal meaning were 
those with Franz Alexander and Ruth Mack Brunswick. 
Both of these senior analysts were for a time special favorites 
of Freud. This book concludes with a letter to Anna Freud, 
with whom Menninger established a secure alliance. 

Menninger rightly felt that the contributions of European 
analysts who emigrated to the United States tended to over- 
shadow the work of native Americans, including himself. To 
the extent that psychoanalysis was a personal outgrowth of 
Freud’s own life, the master’s association, endorsement, and 
training carried a disproportionate weight. It is certainly true 
that distinguished figures who crop up in Menninger’s 
book—Lawrence Kubie, for example—are in real danger of 
being historically ignored. 

Quite another side of Menninger's career comes through 
in these letters. And that is the extent to which he can be held 
responsible for having oversold the claims of psychiatry. In 
1945 we find him writing, “I think every member of Con- 
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gress, perhaps even every candidate for membership in Con- 
gress, and certainly every member of the State Department 
and every high ranking officer in the Army and Navy, ought to 
be subject to some kind of scientific psychiatric scrutiny which 
will be official” (p. 428). Menninger was not then alone as a 
pioneer in believing that psychiatrists were capable of function- 
ing as modern philosopher-kings; Ernest Jones, whom Men- 
ninger here rightly calls a “peculiar, crusty, crabbed guy,” 
agreed with Menninger's political hopes for psychoanalytic 
psychiatry. Ever since the early 1920s, Menninger chauvinisti- 
cally anticipated that psychiatrists might be elected to the “su- 
preme council of the world’s government.” 

By now Menninger has turned in a different direction, and 
in keeping with his earlier boldness he has acknowledged the 
merits of Thomas Szasz’s general position. But if Szasz has 
been on the right track, does that not undermine much of 
what Menninger earlier so successfully popularized, espe- 
cially in connection with the law? In 1927 he wrote in a letter 
that “if a man has a make-up which indicates that he will be 
antisocial all his life he ought to be in prison all his life 
without the necessity of his having committed murder" (p. 
76). 

In terms of this book of correspondence, it would seem 
that non-Freudian psychiatrists like Abraham Myerson, with 
whom Menninger disagreed at the time while remaining on 
friendly terms, may deserve a reevaluation. Myerson thought 
it inadvisable to give psychiatrists more authority in the ul- 
timate councils of the mighty. The towering figure of Adolf 
Meyer, now virtually forgotten in our general culture, cer- 
tainly deserves more credit. I suspect that future historians 
will pay a lot more attention to Meyer, both for his influence 
and the merits of the point of view he represented, than he 
has received. 

Within the history of psychoanalysis, Karl Menninger's 
recent shifts also make one wonder about the validity of his 
earlier passionate commitments. I found it a distinctly dis- 
tasteful aspect of Menninger's letters that he railed against 
those he considered at the time “traitors to psychoanalytic 
convictions and principles." Menninger was harsh about 
both Erich Fromm and Karen Horney, for example, and by 
reviews of their work helped tarnish their public reputations. 
In 1940, Menninger criticized Franz Alexander for in any 
way encouraging “the bastards or the fifth columnists of 
psychoanalysis . . . . I think you feel that you are tolerant in 
this respect, and feel it is a weakness on your part, a neu- 
rotic complacency, which in Mr. Chamberlain caused a lot of 
trouble, as you know. I'm against appeasement” (p. 334). Yet 
an early footnote to the introduction indicates that in 1985, 
in a personal communication to the editors, Menninger said, 
“I think now that Alexander was on the right path and might 
have saved [us from] the decline of psychoanalysis" (p. 6). 
This change of heart about Alexander is a concession whose 
consequences would entail more rethinking than the editors 
acknowledge. (The editors are unfortunately not highly com- 
petent in the history of psychiatry, which is consistent with 
the lack of support in the field as a whole; the result is a 
number of editorial howlers. In addition, the book has no 
index.) 

Franz Alexander is by now an extraordinarily neglected 
figure, whereas Menninger's old allies, such as Anna Freud, 
have scarcely ever been rationally assessed within North 
American psychiatry. In England, and especially in France, 
criticism of her work has been savagely telling. If Alexander 
were ever properly to be established as a central thinker, then 
the validity of many of Menninger's early commitments, ex- 
pressed here in his letters, would have to be reconsidered. 
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Menninger led the early fight for psychoanalytic psychiatry 
in an era when the alternative treatments available were in- 
humane, but the version of psychoanalytic orthodoxy he 
preached, unfortunately, may have been all too similar to the 
harshness of some of the techniques he opposed. His culture 
did not provide Menninger with enough skepticism toward 
the early therapeutic claims of psychoanalysis, and his most 
cynical-sounding critics had merit on their side all along. 

Perhaps Menninger’s single most lasting contribution will be 
in the realm of education. If only through those who trained at 
the Menninger Clinic, aside from those influenced by his writ- 
ings, he singularly helped move psychiatric education in the 
United States into a new level of professionalism. 


PAUL ROAZEN, PH.D. 
Toronto, Ont., Canada 


Cultivating Freud’s Garden in France, by Marion Michel 
Oliner, Ph.D. Northvale, N.J., Jason Aronson, 1988, 321 


bp., $30.00. 


It would be difficult for psychoanalysts trained in the 
United States to imagine a modern psychoanalytic commu- 
nity in which ego psychology is “unjustifiable,” structural 
theory has not been given a name, and the death instinct is 
the fountainhead of theory. This is, however, the world of 
French psychoanalysis as described by Marion Michel 
Oliner. In Cultivating Freud's Garden in France, she explains 
how the French, who lack even a standard edition of Freud's 
complete works, can regard themselves as his true intellec- 
tual stewards. 

Oliner's title, drawn from Voltaire's advice in Candide, 
“That’s well said... but we must cultivate our garden," al- 
ludes to the French disposition toward heady intellectualism 
and a certain impenetrability. There is no single French 
school of psychoanalytic thought, but there is a French way 
to think about psychoanalysis. In the United States we em- 
brace Freud's structural model, but the French hold to the 
topographic. Rather than schematize and reduce psychic 
function to conflict and compromise, the French attempt to 
describe the content and process of the unconscious. Thus, 
the French regard ambiguity as inevitable in studying mental 
processes. If a certain ambiguity spills over into their theory, 
the French are unapologetic: they have not obscured a truth, 
they have succeeded in reflecting one. 

To the French, the ego is not an executive problem solver 
but a deceiver. The task of the analyst is to get past the ego 
to the id because the id is what enables us to understand 
what we are. Ideas of “autonomous ego function" and 
"therapeutic alliance" are unacceptable to the French. They 
smack too much of faith in the ego and reliance on an 
external "reality." There can be no part of psychic life that is 
unanalyzable. 

Lacan, the most familiar name in French psychoanalysis, is 
not the most representative. Oliner has mixed feelings about 
this provocateur who fancied himself eye to eye with Freud. 
She concentrates on the larger French perspective: Grun- 
berger on narcissism, Chasseguet-Smirgel on female sexual- 
ity, McDougall on perversion, Fain and Braunschweig on the 
roots of the libidinal life. 

The psychosomaticiens may most interest U.S. readers. 
These hospital-based psychoanalysts are committed to sav- 
ing lives and improving the physical well-being of patients on 
medical wards (and research in France suggests that they do). 
Called in as consultants on the most difficult cases, the psy- 
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chosomaticiens confront an “exhaustion of the life force.” 
The resulting “‘operational life" is reality without libido—a 
deadening of the inner world. The life instinct is eclipsed by 
the unbinding force of the death instinct. This is suggested as 
a special case in adulthood of what Spitz and Wolf (1) de- 
scribed in children. Ideas emerging from this discussion offer 
fresh perspectives on a variety of problems, including addic- 
tion, sociopathy, and posttraumatic stress disorder. 

There are stylistic problems here and there in this book. 
Some of Oliner’s summaries read like outline notes with 
choppy transitions and unnecessary repetitions. On the 
whole, however, Oliner has succeeded in breaching linguistic 
and cultural walls. Her enthusiasm tempered with scholar- 
ship, she has sought to “arouse the curlosity of others 
Dot... to proselytize: I am not even always in agree- 
ment with the views I have conveyed. However, I have ap- 
preciated them for the vistas they open and for the inspira- 
tion they might give others to rethink some of the tenets that 
perhaps they might not otherwise have questioned.” 

French theory is more than simply novel: it can be exotic, 
surprising, and penetrating. This difficult but enthralling 
book can be guaranteed to provoke and to enrich. 
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Reshaping the Psychoanalytic Domain: The Work of Mela- 
nie Klein, W.R.D. Fairbairn, and D.W. Winnicott, by Judith 
M. Hughes. Berkeley, University of California Press, 1989, 
235 pp., $30.00. 


The book jacket identifies the author as Professor of His- 
tory at the University of California, San Diego, and as the 
author of To the Maginot Line (1) and Emotion and High 
Politics (2). Therefore, I assume that Ms. Hughes is a mem- 
ber of the intelligent and interested lay public to whom this 
book is addressed. It is also addressed to clinicians and other 
professionals who are trained in psychoanalysis. I do not 
believe that the interested nonanalyst could possibly under- 
stand this highly technical volume, which deals with the de- 
velopment of very difficult clinical and theoretical concepts, 
a discourse that even the most specialized theoretician will 
find difficult to follow. 

Ms. Hughes has written a lucid and remarkable book. The 
book reflects painstaking scholarship and a thorough knowl- 
edge of psychoanalytic theory. However, nonanalyst readers 
may not be able or even want to follow the themes she 
pursues. 

The purpose of this book is to work out connections be- 
tween Freud’s paradigms and the works of Melanie Klein, 
Fairbairn, and Winnicott. I say work out rather than describe 
because finding such connections is an act of discovery, and 
logical threads have to be dug out rather than simply per- 
ceived. The author is more than a meticulous observer and 
scholar; she is involved in a process of creative synthesis as 
she attempts to develop a continuum among these four pio- 
neer psychoanalysts. 

She places many theoretical constructs in a clinical frame. 
For example, when enumerating Fairbairn's ideas about “A 
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Revised Psychopathology," she refers to Guntrip's descrip- 
tion of his 10-year analysis with Fairbairn. Guntrip, himself 
a major contributor to object relations theory, was also an- 
alyzed by Winnicott, and he compared the techniques of his 
two therapists. Ms. Hughes discusses the variations in tech- 
nique and understanding among Freud, Klein, Fairbairn, and 
Winnicott as being due to the nuances of their conceptual 
orientations. This is especially interesting when she reports 
Klein's treatment of a 10-year-old boy. 

This is heady material, and, I repeat, it is not for the novice. 
The reader who is well acquainted with the works of Freud, 
Klein, Fairbairn, and Winnicott will find Ms. Hughes's lucid 
exposition spellbinding, but the beginner will be confused. 
To understand these four analysts takes time. Freud, also a 
master of clarity at times, has to be read and reread. These 
analysts have to grow on the reader, and it takes many years 
before they can be integrated into a clinical-theoretical per- 
spective. It takes 4 years to become a physician and many 
years of training after that to become a secure clinician. Ex- 
pertise requires being immersed in reading, research, and 
clinical interactions. To really understand these four ana- 
lysts, we have to place their insights into our clinical inter- 
actions, and only then can we resonate with their approaches 
and the abstractions they derive from their experiences with 
patients. I believe it was wise of Ms. Hughes to include con- 
siderable clinical examples. Besides Guntrip's account of his 
analyses, she presents an account of Milner's treatment of a 
very disturbed patient and Winnicott's use of the squiggle 
techniques in the treatment of a young boy. There are several 
accounts of Klein's reactions to patients. 

The reader can question whether the chapters devoted to 
Freud, Klein, Fairbairn, and Winnicott capture the essence of 
their works. With the exception of the chapter on Klein, I do 
not believe that they accomplish this, and I doubt that the 
reader who is not familiar with the corpus of their ideas 
would get a representative outline of their thinking. A con- 
siderable portion of the chapter on Freud's paradigms is de- 
voted to the project for a scientific psychology, and very little 
if anything is said about psychic determinism, the dynamic 
unconscious, and the metapsychological orientation. The ap- 
plication of Fairbairn's object-directed perspective to clinical 
states such as paranoia, obsessive-compulsive states, depres- 
sion, and hysteria is not worked out. Winnicott's ideas about 
the true and the false self, the transitional object, and the 
antisocial tendency are only superficially discussed, if at all. 

| cite these criticisms halfheartedly, however, because the 
reader cannot expect everything and what Ms. Hughes has 
done will stand on its own. To summarize, she has made 
abstruse theory exciting, has shed a clarifying light on many 
confusing issues, and has succeeded in highlighting the dif- 
ferences and similarities of four great thinkers. 
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CHILD PSYCHIATRY 


Annual Progress in Child Psychiatry and Child Development 
1988, edited by Stella Chess, M.D., Alexander Thomas, 
M.D., and Margaret E. Hertzig, M.D. New York, Brunner! 
Mazel, 1989, 686 pp., $50.00. 


The real testimonial for this series is the frequency with 
which child and adolescent psychiatrists use it to prepare for 
Board examinations over the years. Annual Progress in Child 
Psychiatry and Child Development has consistently ranked 
number one on this underground bestseller list because Chess 
and Thomas (and now Hertzig) can be trusted to comb the 
psychiatric, pediatric, and developmental literature for the 
best in original research and review articles. 

A comparison of the table of contents of the first volume in 
this series (1968) and this volume reveals changes in the titles 
of the major sections: from Mental Retardation and Learn- 
ing Disturbances to Special Stress and Coping, from Child- 
hood Psychosis to Autism, and from Pediatrics to Psycho- 
logical Issues With Physical Illness. These changes reflect 
changes in nomenclature and in research directions. Never- 
theless, research on developmental issues continues to be the 
main thrust of this series. Such an emphasis is understand- 
able, a tribute to the editors’ own pioneering contributions. 
Indeed, the editors state their hope in the introduction that 
their selections are not unduly influenced by this bias. Of 
course not. They are about as impartial as Presidential nom- 
inations to the Supreme Court. 

Unlike many collections, this one has a good deal more to 
bind the selections together than glue. A principal theme of 
this 1988 volume is the nature of the interaction between 
temperament and environment. Kagan’s well-known work 
on the personality trait called shyness is a good example. He 
has identified a difference in the inherent CNS excitability of 
inhibited children. However, all newborns who inherit this 
excitability do not become shy children. What is the missing 
ingredient? Certain environmental stresses trigger the origi- 
nal temperamental disposition. Earls, using epidemiologic 
data, examines the relationship between temperament and 
home events, finding that boys are more susceptible than 
girls to stressful family relationships. But that is not the 
whole story. This apparent difference in threshold may sim- 
ply cover the fact that the effects show up earlier in boys and 
are delayed until later in girls. Kashani, in a study of a nor- 
mal sample of adolescents in a Midwestern community, car- 
ries the theme further. He presents data suggesting that psy- 
chopathology occurs as the result of the interaction between 
parental attitudes and personality types. There is no such 
thing as bad parental attitudes or bad personality patterns, 
only mismatches between them. This notion is similar to the 
“goodness of fit" model of Chess and Thomas. A new de- 
velopmental theory may be taking shape. 

Some other highlights from this 1988 volume: Zigler ar- 
gues passionately against universal preschool education. Ly- 
ons suggests that the many childhood experiences which 
have potential for resulting in posttraumatic stress disorder 
(PTSD) (e.g., the high prevalence of sexual abuse and the 
frequency of rapes and murders witnessed by children) have 
led to a rapid development of this diagnostic category and 
the need to sharpen our diagnostic criteria. Kaufman and 
Zigler challenge the mythology of the intergenerational 
transmission of child abuse. How often (and under what 
conditions) does the victim of abuse become an abuser in 
adult life? (The answer: 30% plus or minus 5%.) Next, sev- 
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eral experts examine the problem of unsubstantiated report- 
ing of abuse and offer new guidelines for clinical assessment. 

Annual Progress offers an evolving curriculum in neuro- 
science for both trainee and practitioner. Only the lack of an 
index limits its usefulness. However, knowledge in neuro- 
science is evolving so rapidly that even these selections can- 
not be completely up-to-date. 

Like its older siblings, this volume scans a range of liter- 
ature the average clinician cannot possibly hope to cover. For 
journal readers, it is a kind of MacNeil/Lehrer NewsHour: 
selective and probing. Sit back, relax, and enjoy. 


JOHN F. MCDERMOTT, JR., M.D. 


Honolulu, Hawaii 


The Psychoanalytic Study of the Child, vol. 44, edited by 
Albert J. Solnit, M.D., Peter B. Neubauer, M.D., Samuel 
Abrams, M.D., and A. Scott Dowling, M.D. New Haven, 
Conn., Yale University Press, 1989, 408 pp., $55.00. 


For almost 45 years now The Psychoanalytic Study of the 
Child has brought us a distillation of the current thinking of 
clinicians, developmentalists, and theoreticians in the classic 
Freudian tradition, particularly in the New Haven-London 
axis. Major figures in psychoanalysis, including Anna Freud, 
Greenacre, Hartmann, Mahler, and Kohut, have chosen it as 
the medium for communication of their groundbreaking 
ideas, often transcending the limitation of focus implicit in 
the annual’s title to address major questions about human 
mental organization and function. 

The current volume maintains this tradition, both in scope 
and quality. In the first section, devoted to contributions.to 
psychoanalytic theory, Peter Blos provides a culminating 
statement of the theme that has preoccupied him for the past 
decade—the crucial role in adolescent development of the 
reactivated and unresolved conflicts of the preoedipal, dyadic 
relationship with the same-sex parent. Blos maintains that it 
is only when these have been transcended, either in normal 
development or through psychotherapy, that the triadic oe- 
dipal issues, conventionally regarded as central to pathogen- 
esis, can be confronted and worked through. This revisionist 
viewpoint is followed by a wise, balanced, and carefully crit- 
ical review by Leo Rangell of the theoretical importance of 
Mahler's concept of the "rapprochement crisis." Rangell ac- 
cords this an important role in development but challenges 
the views of those who have posited it as central in the gen- 
esis of borderline and narcissistic disorders. 

À major segment of the volume is devoted to a series of 
papers honoring Hans Loewald. Major modifications of clas- 
sical metapsychology are discussed here, particularly by T. 
Wayne Downey, who proposes a new structure—the sub- 
ego—which, he suggests, more accurately reflects Loewald's 
ideas about the centrality of mother-child interactions in the 
genesis of the nuclear sense of self than does the Freudian id. 
Another weighty essay in this section is Nathaniel Laor's 
erudite discussion of the longstanding tensions between psy- 
choanalysis and religion. He pleads for a stance of “neutral- 
ity" and, although he does not satisfactorily resolve the 
philosophical dilemma, explores the relevant issues in con- 
siderable depth and argues forcefully for the de-pathologiz- 
ing of religious belief. 

Space does not permit extensive review of other important 
contributions. Mention should be made of the thoughtful 
discussion by Kenneth Talan of the ever-knotty problem of 
gift giving and receiving in psychoanalysis and psychother- 
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apy; Moses Laufer’s lucid statement of his controversial 
` views on the role of the “sexual body" in adolescent psycho- 
pathology; and Peter Rudnytsky's sensitive appraisal of the 
place of Donald Winnicott in the psychoanalytic cosmos. 

In the hands of the second generation of editors, The Psy- 
choanalytic Study of the Child preserves its high standards. 
For the psychiatrist (particularly the child psychiatrist) who 
wishes to stay abreast of current analytic thinking, the 
present volume will prove as valuable as its worthy prede- 
cessors in this now-venerable series. 


AARON H. ESMAN, M.D. 
New York, N.Y. 


The Competent Child: An Approach to Psychotherapy and 
Preventive Mental Health, by Joseph M. Strayhorn. New 
York, Guilford Press, 1988, 310 pp., $30.00. 


This book describes an approach to psychotherapy with 
children and adolescents that aims to integrate a variety of 
therapeutic styles and theoretical perspectives into a single 
cohesive approach. The therapeutic method is specifically 
directed at "learning-based" problems in children, as op- 
posed to those which are biologically or situationally based. 
Learning-based interventions, as described by Strayhorn, in- 
clude psychotherapeutic interventions that allow a child to 
deal with a situation more competently and effectively than 
he or she did in the past. 

The author argues that therapy should be directed at ex- 
panding the competence of our child patients, i.e., strength- 
ening their weaknesses rather than focusing on symptom 
clusters or deficits. He suggests this for several reasons: 1) 
DSM-III-R criteria do not indicate a specific therapeutic di- 
rection for any given child because individual differences in 
symptom manifestation may be quite wide-ranging within 
any single diagnostic category. 2) Focus on skills and skill 
deficits is nonpejorative. 3) It provides a direction toward a 
mental image of desired behavior. 4) It lends itself to ae 
wise movement up and down the “abstraction ladder.” 
other words, it is easy to move between specific site 
acts, such as a temper tantrum when denied a piece of candy, 
andi increasing levels of abstraction, such as poor frustration 
tolerance or "being bad." Such movement up and down the 
ladder lends itself to explaining problems and implementing 
treatment with children and their parents. 

The therapeutic system is characterized by a matrix of 
children's skills or competencies with treatment methods. 
The first three chapters describe an array of skills that com- 
petent children possess and child patients frequently lack. 
The skills fall into nine domains, including trusting, close- 
ness, relationship building, relaxing, playing, handling joint 
decisions and interpersonal conflict, and so on. Assessment 
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of these skills is addressed by interview techniques, use of 
questionnaires, and establishment of connections between 
symptom presentation and skill deficits. Chapters four 
through eight describe interventions (the methods axis). 
Work with children of all ages is described, emphasizing the 
use of stories, drama, and fantasy. Techniques of incorpo- 
rating the parents into treatment are also discussed. The last 
chapters address broader issues of dilution effects on therapy 
and applications of the system to preventive mental health 
and to research. Strayhorn includes extensive appendixes, 
providing examples of stories, dramatic scenarios, and exer- 
cises for therapeutic use designed to illustrate a variety of 
skills. 

Tbe Competent Child is a well-organized book. Each of 
the chapters is outlined in the table of contents and then 
further summarized at the beginning of each chapter. The 
index is comprehensive. Strayhorn's arguments and descrip- 
tions are clear and written in a personal style that makes the 
book enjoyable and easy to read. The mosti difficult part of 
the approach he describes is in the area of assessment of skills 
and formulation of goals. Thinking about children from this 
perspective is appealing and positive because it is clearly true 
that current diagnostic approaches emphasize deficits, which 
is not always useful for constructive intervention. Neverthe- 
less, “inferring causal relations between skillideficiencies and 
symptoms" and subsequently formulating a treatment plan 
require experience and skill. The reader who assumes that 
this is a simple “how-to” approach to therapy will be disap- 
pointed. It is not; rather, it is an integrative, creative, but 
somewhat complex approach. 

In the chapters on methods, Strayhorn’s descriptions of 
interventions with children provide a vivid, clear, and excit- 
ing model of treatment. He uses play therapy and fantasy 
therapeutically, recommending an active and, at times, di- 
rective therapeutic approach. This contrasts with the style of 
following the child’s lead used in traditional;psychodynamic 
play therapy. Interventions such as the author describes will 
probably be most familiar to therapists of infants and very 
young children, because play is the best medium for the ther- 
apist to communicate with and to the child in this age group. 
It was appealing and interesting to read of a similar approach 
to therapy with older children. 

Strayhorn’s book is well thought out, apd his ideas for 
therapy are stimulating. He places his approach i in the con- 
text of many other therapeutic modalities, from psychoana- 
lytic to behavioral techniques. Although very interesting, 
these similarities to other approaches are not needed to jus- 
tify the skills-with-methods matrix as a reasonable, broad- 
ranging, enjoyable approach to working with children. 


JUDITH CROWELL, M.D. 
GABRIELLE A. CARLSON, M.D. 
Stony Brook, N.Y. 


Reprints of Book Forum reviews are not available. 
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Treatment of Hyperprolactinemia in Major Depression 


SIR: The relationship between affective disorder and pro- 
lactin has been studied, and an association between elevated 
prolactin and depression has been noted (1—3). Some drugs 
that raise serum prolactin levels can also cause depression 
(2). Case reports have described depressive features in the 
setting of hyperprolactinemia (4). Treatment with dopamine 
agonists (bromocriptine, pergolide) alone has been reported 
to improve dysphoric symptoms as the serum prolactin level 
falls (5). We report a case of new-onset major depression 
with psychotic features associated with hyperprolactinemia 
that eluded successful treatment until discovery and treat- 
ment of a pituitary microadenoma. 


Ms. A, a 31-year-old woman with no family history or 
personal history of any psychiatric disorder, became de- 
pressed, anxious, and irritable, with severe vegetative 
symptoms, marked anhedonia, crying spells, and delusions 
of having cancer. She ruminated about harming her chil- 
dren, being a bad mother, and committing suicide. She was 
admitted to a psychiatric hospital, where a diagnosis of 
major depression with psychotic features was made. Find- 
ings of thyroid studies and an EEG were normal. She was 
treated initially with tricyclics, then lithium, thiothixene, 
and, eventually, thyroid supplement because there was lit- 
tle improvement. She underwent ECT and made partial 
improvement but quickly relapsed. Therapeutic trials of 
other tricyclics, neuroleptics, and monoamine oxidase in- 
hibitors, alone and in combination, were minimally help- 
ful. After 5 months, Ms. A was referred to our center for 
treatment of unresponsive depression. 

A review of systems and a physical examination re- 
vealed that Ms. A had had amenorrhea, galactorrhea, and 
new hair growth on the chin for 9 months. Head magnetic 
resonance imaging was ordered and revealed a pituitary 
microadenoma with no mass effect. The patient’s prolactin 
level was elevated (210 ng/ml; normal=0—-25 ng/ml), and 
the diagnosis of a prolactin-secreting pituitary tumor was 
made. Thyroid studies revealed a mildly elevated thyrotro- 
pin level and low T,, thought to be probably secondary to 
the previous treatment with lithium or due to local effects 
of the prolactinoma itself, given the previously normal val- 
ues. Follicle-stimulating hormone, luteinizing hormone, 
and cortisol levels were normal. All current medications 
were discontinued, bromocriptine and a thyroid supple- 
ment were initiated, and eight ECTs were administered. 
Ms. A made a full clinical recovery. Imipramine was begun 
for maintenance and discontinued after 8 months. The 
thyroid supplement was stopped after 14 months, and her 
thyroid functioning remained normal. At 17-month fol- 
low-up, her prolactin level was normal, and she had no 
recurrent depressive symptoms while continuing to take 
bromocriptine alone. 
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Elevated serum prolactin may have played an etiologic or 
sustaining role in this patient’s depression. She was mildly 
hypothyroid, but thyroid supplement had not been helpful 
before treatment of the hyperprolactinemia with bromocrip- 
tine. This case suggests particular consideration of prolacti- 
noma and hyperprolactinemia in the diagnosis and treatment 
of patients with refractory major depression with signs or 
symptoms of endocrinopathy. Hirsuitism, amenorrhea, or 
galactorrhea must be carefully investigated through history 
and physical examination in the evaluation of seriously de- 
pressed, treatment-resistant patients such as Ms. A. Correct- 
ing elevated serum prolactin may be necessary for successful 
treatment of depression. 
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SUZANNE HOLROYD, M.D. 
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Sun Gazing by Psychiatric Patients 


Str: We would like to alert psychiatrists to a potentially 
serious self-destructive behavior little recognized in the psy- 
chiatric literature, specifically, sun gazing. We recently be- 
came aware of this problem after evaluating two patients. 


Mr. A, a 42-year-old man with a 15-year history of 
chronic undifferentiated schizophrenia requiring multiple 
hospitalizations, was admitted to our facility because of 
increased disorganization and staring at the sun. He was 
brought in by a family member concerned about his be- 
havior. He was also experiencing auditory hallucinations, 
thought insertion, and thought broadcasting and exhibited 
loose associations, blunted affect, and mild paranoia. 
There was no clear prior history of sun gazing until 114 
years earlier, when he was observed periodically staring up 
at the sky and sometimes at the sun. In the past the patient 
had failed to follow through when referred to an ophthal- 
mologist. During his most recent hospitalization, he left 
against medical advice before an ophthalmologic evalua- 
tion could be performed. Physical examinations at this 
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recent admission revealed grossly normal visual acuity and 
ophthalmoscopic findings. A recent review of systems in- 
dicated “diplopia in very bright light.” 


Mr. B, a 36-year-old man with a 7-year history of bi- 
polar disorder, was admitted to our facility for a manic 
episode characterized by pressured speech, auditory hallu- 
cinations, increased energy, decreased sleep, and delu- 
sions. He said he was staring at the sun before admission 
to “catch a ray of hope.” Also, he said, he had seen a 
“ball” come out of the sun and into his head which 
“placed sperm there.” His sun-staring episodes reportedly 
would last up to 30 seconds at a time. He had no prior 
history of sun gazing. He reported no visual problems, and 
an ophthalmologic evaluation revealed mild myopia but 
no macular damage. 


À review of the literature revealed only one other reference 
to sun gazing by psychiatric patients. Foveomacular retinop- 
athy was reported in two schizophrenic patients who had 
stared at the sun for a sufficient time to cause macular dam- 
age (1). Both patients suffered central and parafoveal depig- 
mentation, loss of foveal reflex, and permanent visual im- 
pairment in both eyes. Retinal damage has also been 
reported in individuals who stare at the sun during 1) solar 
eclipses, 2) LSD ingestion, 3) religious rituals, 4) certain 
types of Yogic meditation, and 5) misconceived attempts to 
"strengthen" the eyes (1). In conclusion, psychiatrists should 
be alerted that sun gazing can be engaged in by certain psy- 
chotic patients. It may occur more often than has been re- 
ported and might be missed unless the patient or someone 
else familiar with the patient's behavior (e.g., a family mem- 
ber) is directly questioned about this symptom. Because of 
the potential for retinal damage, the seriousness of the be- 
havior should not be overlooked. Ophthalmologic evalua- 
tion of patients engaged in sun gazing seems indicated, as 
well as education of the patient, the family, and caregivers 
bout the potential serious consequences of sun gazing. 
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Substance Abuse and Attempts at Suicide by Burning 


Str: When a patient attempts suicide by burning himself or 
herself, the reaction of the patient's family or friends and the 
medical staff is invariably shock and difficulty understanding 
why anyone would chose to die by this method. Previous 
studies have reported that such patients usually suffer from 
major psychiatric illness and most commonly have a func- 
tional psychosis (1, 2). 

We report our experience with patients who attempted 
suicide by severely burning themselves and were admitted 
over a 1-year period to a regional burn center in a large city 
in the United States. Eight patients were seen during this 
period; seven had attempted suicide by setting themselves on 
fire and one by severely scalding himself with boiling water. 
Six of the eight patients were female; they ranged in age from 
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14 to 33 years. The total body surface area of their burns 
ranged from 2% to 70%, with an average of 25%, and the 
length of hospital stay ranged from 3 to 139 days. Five of the 
eight patients were substance abusers, and their psychiatric 
diagnosis was directly related to their substance abuse. Four 
patients abused either methamphetamine or cocaine, and one 
patient was an alcoholic. One patient who abused cocaine 
suffered from an organic delusional disorder; paranoid de- 
lusions precipitated his suicide attempt. Three patients had 
been withdrawing from cocaine or methamphetamine, had 
become severely depressed, and had attempted suicide by 
setting themselves on fire. Only two of the eight patients had 
had previous psychiatric care. Of the three patients with 
functional psychiatric illness, one patient suffered from a ma- 
jor depression with psychosis, one from conduct disorder, 
and one from a severe personality disorder. | 

We found that patients admitted to our center who had 
attempted suicide by burning had done so impulsively, and 
the majority of this small sample suffered from a substance- 
induced organic mental disorder. This finding contrasts with 
previous studies, which have emphasized the prevalence of 
functional psychoses in these patients. | 
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Continued Appearance of Factitious Posttraumatic Stress 

Disorder : | 


Syr: In 1983 Sparr and Pankratz presentedithe first cases of 
factitious posttraumatic stress disorder (PTSD) relating to 
the Vietnam war (1). Their article showed that false stories of 
war had been woven into a broad spectrum of individual 
psychopathology and personality styles. , Articles about 
feigned military heroism appear with some regularity in the 
popular press, and we continue to see these deceptive pa- 
tients in the clinical setting. Within the last month we iden- 
tified the following three examples. 

The first woman with factitious PTSD that we have seen 
was a 30-year-old patient with stories of being attacked on 
the Ho Chi Minh Trail and suffering as a prisoner of war. In 
fact, she had completed two tours of army duty and was 
stationed in Korea, but she had never been in Vietnam. Her 
life was chaotic and she had multiple medical symptoms and 
factitious seizures. She entangled many unsuspecting civil- 
ians in her personal dramas. A letter she wrote in which she 
described her “return” to Vietnam demonstrated consider- 
able literary (or plagiaristic) skill. She has been engaged in a 
Vietnam project for the general public. 

The first factitious PTSD story from Grenada that we have 
heard was told by a 30-year-old veteran who claimed he 
could no longer read after sustaining a gunshot wound to the 
brain during the Grenada invasion. His story was suspect 
because he gave the wrong year for the event, and a brain 
scan showed no evidence of a penetrating head wound. Ex- 
amination of this veteran’s records revealed that he had 
never been in Grenada but had fallen downithe steps to the 
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mess hall. After the fall he had experienced a progressive 
deterioration in functioning. He had been discharged from 
the service but had failed to obtain employment because he 
claimed he could not fill out application forms. We examined 
him after years of continual medical, neurologic, and psychi- 
atric evaluations. Neuropsychological assessment suggested 
that he was exaggerating underlying academic deficiencies 
unrelated to head injury. His high school transcripts and his 
mother confirmed suspected developmental disabilities, 
which were now the basis for his attempt to obtain compen- 
sation benefits. 

The third case was a navy veteran who had been hospi- 
talized in two PTSD treatment programs. He participated 


with Vietnam veterans in therapy, although his traumatic | 


experiences were aboard ship during the Korean conflict. Àn 
outpatient psychiatrist became suspicious of the veteran's 
tales because the psychiatrist had served on a companion 
ship. He obtained the log of the patient's ship, which proved 
that the stories were fabricated or greatly exaggerated. The 
patient's feigned head trauma provided additional cover for 
his deceptions because he could plead confusion and loss of 
memory for details (2). 

Factitious PTSD has not disappeared over time, and the 
alert clinician will continue to find new presentations of this 
familiar disorder. 
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Psychiatric Consultation for Elderly Patients Who Refuse 
to Eat 


Sir: Consultation-liaison psychiatrists are frequently 
asked to evaluate elderly patients (1). As the percentage of 
elderly patients in our hospital has increased, we have no- 
ticed that we are receiving more referrals for evaluation of 
elderly patients who refuse to eat, although we have often 
evaluated younger patients for this problem. Our experience 
has suggested the importance of paying close attention to the 
special concerns of the referring physician and the family. 

Ten hospitalized elderly patients who had been evaluated 
extensively in the search for reversible medical causes of their 
refusal to eat were referred for psychiatric consultation over 
a 6-month period. Active medical interventions had not re- 
sulted in changes in the patients’ eating behavior. A request 
for consultation invariably included a comment from the 
referring physician or a family member suggesting hopeless- 
ness, such as “I don’t think there is anything you can do, but 
I don't want to leave any stone unturned.” The patients were 
evaluated by a Fellow and the director of the consultation- 
liaison service. Diagnoses were made according to DSM-III- 
R criteria and were based on chart review, an interview 
with the patient and family, and a thorough mental status 
examination. 

The patients were five women and five men ranging in age 
from 66 to 92 years (mean age=78 years). All 10 had mul- 
tiple severe medical disorders associated with considerable 
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debilitation. Five patients were given diagnoses of organic 
mental syndromes (delirium, N=2; dementia, N=2; organic 
anxiety disorder, N=1). Five patients did not meet the cri- 
teria for any psychiatric disorder. None of the patients re- 
ceived a diagnosis of a mood disorder or an eating disorder 
as might be expected in a younger group. Follow-up at 1 
month revealed that five patients had died within 10 days of 
consultation. Four patients. were bedridden at home and re- 
quired constant care; one patient was in a nursing home. 

The largest portion of our involvement in these cases con- 
sisted of work with the patient’s family (2) and the referring 
physician. Discussions with family members included impor- 
tant issues such as death, grief, helplessness, hopelessness, 
and education about the patient’s medical condition. Family 
members and physicians often hoped that we would tell them 
that the patient was not eating because he or she was de- 
pressed rather than severely ill or dying. Our work with 
physicians included efforts to respond supportively to their 
distress in working with critically ill or dying patients and to 
emphasize the benefit of their relationships with the patients 
as a source of attachment (3, 4). 

We suggest that consultation-liaison psychiatrists who 
evaluate elderly patients who refuse to eat should maintain a 
high index of suspicion that these patients may be terminally 
ill or suffering from an organic mental syndrome. In addi- 
tion, the consultant also needs to address the special con- 
cerns of family members and physicians. Hopefully, these 
considerations will enhance the effectiveness of consultation 
for elderly patients who refuse to eat. 
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Comments on the Conduct Disorder Diagnosis 


Sir: I recently received from the U.S. Department of 
Health and Human Services a monograph, Prevention of 
Mental Disorders, Alcohol and Other Drug Use in Children 
and Adolescents (1). Chapter 8, entitled “Conduct Disorder: 
Risk Factors and Prevention," highlights questions about our 
current diagnostic system for children and adolescents. 

The conduct disorder diagnosis was a creation of DSM- 
III. It was carried forward into DSM-III-R, which lists three 
types of conduct disorder: the group type, the solitary ag- 
gressive type, and the undifferentiated type. The first two of 
these clinical types date back at least 45 years (2, 3) and have 
been widely recognized. Most often they are used to describe 
patients who come from radically different backgrounds (3). 
The patient with the group type typically comes from a large 
family living in the inner city, with an absent or alcoholic 
father (3, 4), a lack of consistent parental supervision, and a 
low socioeconomic status (3). By comparison, the patient 
with the (unsocialized) solitary aggressive type, which bears 
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little relation to socioeconomic class, tends to be a child 
unwanted by either parent; frequently this is the only child of 
an unmarried mother who rejects both her pregnancy and 
her child (3). 

Another type of unsocialized offender, the unsocialized 
runaway, was described in 1967 (5). This type, as well as the 
other two, was found in a population of 300 delinquent boys 
committed to the New York State Training School for Boys. 
Group or cooperative delinquents were defined by cata- 
logued behaviors, and unsocialized aggressive delinquents 
and unsocialized runaway delinquents were similarly de- 
fined. These three groups appeared in D$M-II as group de- 
linquent reaction of childhood (or adolescence), unsocialized 
aggressive reaction of childhood (or adolescence), and run- 
away reaction of childhood (or adolescence). 

These three behavioral categories differ in family back- 
ground factors. Clearly, parental rejection and factors favor- 
ing parental rejection differentiate both of the unsocialized 
groups from the cooperative or group type (socialized) delin- 
quents. Unsocialized runaway delinquents have experienced 
much more rejection than unsocialized aggressive delin- 
quents (5), who are able to react with anger and aggressive- 
ness. Unsocialized runaways lack the courage and self-belief 
to be aggressive. DSM-III created an abstraction, an inclu- 
sive diagnosis, conduct disorder, to embrace all three clinical 
pictures. 

The chapter on conduct disorder in the monograph deals 
with risk factors for conduct disorder. Group delinquents 
tend to occur in large families; the unsocialized delinquent 
tends to be an only child. The chapter indicates that large 
families are at greater risk for conduct disorder, which sim- 
ply indicates that the group or socialized type of conduct 
disorder is more frequent than the unsocialized types. In this 
chapter an abstraction, conduct disorder, is homogenized. 
This treatment of conduct disorder resembles taking an apple, 
a prickly pear, and a lemon, homogenizing them, and then 
inquiring about what kind of tree would bear such a fruit. It is 
my earnest hope that DSM-IV will make it possible to recog- 
nize and distinguish apples, prickly pears, and lemons. 
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DSM-III-R and Religion 
SIR: In the DSM-III-R “Glossary of Technical Terms," 


negative religious examples are presented in the entries for 
catatonic posturing, delusion, incoherence, magical thinking, 
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and poverty of content of speech and in seven other entries. 
The negative religious examples stand out because, with the 
exception of a single reference to politics, the glossary men- 
tions no other particular area of human experience. Does this 
mean that religion is a sign of mental disorder? After a thor- 
ough literature search, I am not aware of proof that in the 
religious context there is an unusually high incidence of men- 
tal illness. 

Negative religious bias in DSM-III-R is present in the en- 
try "Magical Thinking," quoted here in part: “The person 
believes that his or her thoughts, words, or actions might, or 
will in some manner, cause or prevent a specific outcome in 
some way that defies the normal laws of cause and effect 

. . Magical thinking is seen in children, in people in prim- 
itive cultures, and in Schizotypal Personality Disorder, Schizo- 
phrenia, and Obsessive Compulsive Disorder." Here, prayer 
is placed in the context of magical thinking, which implies a 
tendency toward fantasy in violation of what might be 
termed the “reality principle." No mention!is made of the 
possibility of sane prayer, so prayer generally appears sus- 
pect. Prayful people are linked with children and primitive 
cultures. This ridicule applies to 90% of the American public 
(1). Such insensitivity can only widen the unfortunate gap 
between psychiatry and its surrounding culture. 

Another entry in the glossary, '"Poverty'of Content of 
Speech," is also insensitive to religious persons: “Speech that 
is adequate in amount but conveys little information because 
of vagueness, empty repetitions, or use of. stereotyped or 
obscure phrases . . . . Example: Interviewer: ‘0. K. Why is it, 
do you think, that people believe in God?’ Patient: ‘Well, first 
of all because, He is the person that, is their personal sav- 
lor... . Myself, I am pointed in the ways of uh, knowing 
right from wrong, and doing it. 1 can't do any more, or not 
less than that.’ " This example is the only one offered, and it 
Is specific to religion. It implies for those who do not know 
better that a religious worldview is typically accepted by 
persons incapable of clear thought and speech. 

But these passages do not indicate poverty of content of 
speech. They can easily be translated into a dialect that the 
interviewer could understand. The patient responds roughly 
as follows: “People believe in God because they feel that God 
is their personal savior... . Myself, I go with God, and with 
a clear desire to do the right rather than the wrong. I can do 
nothing more, but surely nothing less." The interviewer here 
shows no rapport with the inner-city believer'who finds hope 
in Bible and hymn. Could one expect an empathic relation- 
ship with the patient under such circumstances? 

Few psychiatrists are trained to understand religion, much 
less treat it sympathetically. One wonders how academics 
would feel if negative examples were borrowed exclusively 
from their sphere? Fortunately, psychiatry does not view re- 
ligious phenomena only through the prism of DSM-III-R (2). 
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Studies on the Onset and Time Course of the Effects of 
Neuroleptics 


Sir: In their extensive review of the literature to find con- 
trolled studies that provide data about the onset and time 
course of the antipsychotic effects of neuroleptic agents, Paul 
E. Keck, ]r., M.D., and associates (1) reported finding only 
five such studies of acutely psychotic patients. 

Because of the absence of time course data, three reports 
by the National Institute of Mental Health Psychopharma- 
cology Service Center Collaborative Study Group were ex- 
cluded from the authors’ review. However, time course data 
for one of these studies (2), which was placebo-controlled 
and involved 463 acutely ill, newly hospitalized schizo- 
phrenic patients, were apparently available to Klein and Da- 
vis, who summarized these data in figure 2 of their 1969 
textbook (3). The figure, which graphically illustrates 
changes in mean severity-of-illness scores during the 6-week 
study period with chlorpromazine, thioridazine, fluphena- 
zine, and placebo, indicates some initial modest improve- 
ment during the first week of treatment with the active med- 
ications and a more gradual continuation of improvement 
over the course of the study. Patients who initially had been 
"markedly ill” had improved to “mildly-moderately ill” by 
the end of the study. “Analyses of trends for rate of improve- 
ment indicated that a plateau had not been reached: . . . The 
question arises whether, with more prolonged periods of 
treatment, patients would show even greater clinical im- 
provement, and the proportion of patients in remission 
would increase. All the available clinical experience favors 
this view" (2, p. 258). 

Another large study, which contains time course data but 
which was not mentioned specifically by Dr. Keck and asso- 
ciates and presumably was excluded from review for lack of 
a placebo control, is one of the Veterans Administration Co- 
operative Studies of Chemotherapy in Psychiatry (4). In this 
12-week study of 640 newly admitted schizophrenic men, 
Casey et al. evaluated the effectiveness of chlorpromazine, 
triflupromazine, mepazine, prochlorperazine, perphenazine, 
and phenobarbital. All five phenothiazine compounds were 
more effective than phenobarbital, which served as a “‘con- 
trol medication" or “active placebo,” and the slopes of their 
time-effect curves did not appear to have reached asymptote 
even by the 12th week of treatment. 
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Treatment of Depressed Dementia Patients 


Sir: The recent letter from Raymond W. Lam, M.D., 
F.R.C.P.(C), regarding the treatment of depression in demen- 
tia patients (1), with reference to the work of Dr. Kral, in- 
dicates the importance of realizing that in most of these pa- 
tients the dementia progresses despite antidepressant 
therapy. Therefore, it is worth considering adding anticoag- 
ulant therapy to the treatment regimen, as my colleagues and 
I have done, since this, in our experience (2) as well as that 
of Ratner et al. (3), has prevented organic deterioration. In 
many of our patients, even marked improvement in the de- 
mentia symptoms has occurred. 

In the same issue a letter from Lissy Jarvik, M.D., Ph.D. 
(4) noted an English translation of Alzheimer's important 
original (one-page) paper, but her reference may not be easy 
to find, and a paper by Wilkins and Brady (5) may be more 
easily available. It should be noted that Dr. Alzheimer's 
patient had generalized arteriosclerosis at age 51 and may 
have had carotid artery stenosis causing her dementia— 
this has been shown to be a distinct possibility (6)—without 
showing much intracerebral arteriosclerosis, which puzzled 
Dr. Alzheimer. If this were so, in our modern times she might 
be a candidate for anticoagulant therapy or carotid artery 


surgery! 
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ARTHUR C. WALSH, M.D. 
Pittsburgb, Pa. 


Somatic Symptoms and the Diagnosis of Depression in 
Medically Ill Patients 


Sir: The diagnosis of depression in medically ill patients is 
complicated by the presence of somatic symptoms produced 
directly by the physical illness itself. So as not to overdiag- 
nose major depressive episode in these patients, it has been 
previously proposed, at least for cancer patients, that a psy- 
chological criterion (e.g., fearfulness) be substituted for each 
DSM-III somatic criterion (e.g., loss of appetite) (1). On the 
basis of a study of elderly medical inpatients, Rapp and 
Vrana (2) similarly suggested that nonsomatic items be sub- 
stituted when somatic criteria are ambiguous indicators of 
depression. 

In their study, Rapp and Vrana compared diagnoses of 
mood disorders obtained when these substitutive criteria 
were used to make diagnoses based on the Research Diag- 
nostic Criteria (RDC). They found that the revised system 
was highly sensitive and specific to RDC-defined depressive 
disorders and that 96% of the patients were classified simi- 
larly by the two systems. They concluded that adjustment of 
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current diagnostic systems to reduce the reliance on somatic 
symptoms would increase the diagnostic accuracy for mood 
disorders in the medically ill. However, given the large num- 
ber of patients in whom depression and physical illness co- 
exist, there should be compelling evidence to support the 
recommendation of altered diagnostic criteria. The study by 
Rapp and Vrana (2) may not justify their recommendation. 
No corroborative evidence (e.g., treatment outcome) was 
provided to demonstrate that diagnoses based on the revised 
criteria were more accurate than RDC diagnoses. In fact, 
given the high concordance in diagnosis produced by the two 
methods, there was little evidence that using the substitutive 
criteria in this group of patients conferred any advantage 
over the standard methods. 

It is specified in both the RDC and DSM-III-R that so- 
miatic criteria which are produced by a physical illness should 
not be used in the diagnosis of major depressive episode. 
Albeit imperfect in this respect, some structured interviews 
(e.g., the Diagnostic Interview Schedule) include directions 
for deciding which somatic symptoms should be disregarded 
in the diagnosis of major depressive episode in a patient with 
coexistent physical illness. In this regard, Lustman et al. (3) 
found that the Diagnostic Interview Schedule and DSM-III 
criteria performed well to diagnose major depressive episode 
in patients with diabetes mellitus. Applying similar methods, 
others have found that most often only one, two, or at most 
three somatic criteria are too nonspecific to be of value in the 
diagnosis of major depressive episode in patients with spe- 
cific medical illnesses (4, 5). Furthermore, these studies reveal 
that certain somatic items in DSM-III-R retain their diag- 
rostic utility for major depressive episode in many medical 
patients. 

In conclusion, we suggest that the flexible approach of 
DSM-III-R avoids the unnecessary exclusion of all somatic 
criteria for depression but permits those symptoms not re- 
lated directly to the physical illness to be included. This en- 
sures that major depressive episode in medical patients who 
preferentially report physical rather than psychological 
symptoms is not missed. Vrana and Rapp have, on the other 
hand, demonstrated no advantage in eliminating all somatic 
criteria in the, diagnosis of major depressive episode. 
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JOHN L. CRAVEN, M.D. 
GARY RODIN, M.D. 
Toronto, Ont., Canada 
Psychogenic Polydipsia Revisited 


Sir: Judging by the recent letter from John A. Cooney, 
MLB. (1) and, particularly, the reply of A.B. Koczapski, 
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M.D., and associates (2), there seems to be a resurgence of 
interest in “psychogenic” polydipsia, which is quite preva- 
lent among various psychiatric ciae Over a dozen 
years ago, I published clinical vignettes of'several patients 
manifesting polydipsia (3). The clinical picture suggested in- 
appropriate ADH secretion as a common final pathogenetic 
pathway, but the hypothesis could not be adequately con- 

firmed at that time. 

Among the suspected triggers of habitually increased fluid 
ingestion, some derangement of hypothalamic water regula- 
tion, resulting from head trauma or cerebral toxicity, has 
been postulated. Caffeinism and excess ingestion of other meth- 
ylxanthines are potentially to blame because of their vigorous 
diuretic effect. Sympathicotonia and/or adrenalinemia accom- 
panying various depressive and anxiety states are known to 
produce xerostomia, as are a variety of anticholinergic (among 
them, psychotropic) agents and tobacco smoking (nicotine?). 
Last, pseudodysphagia, experienced occasionally with globus 
hystericus, may induce repeated fluid ingestion in an attempt to 
overcome the oropharyngeal spasm (“lump” in the throat) —as 
ineffective as trying to moisten the dry mucosae—thus escalat- 
ing to veritable polydipsia. | 

Besides the symptomatic management of the full-blown 
Bartter-Schwartz syndrome, attention to the apparent trig- 
gers of a vicious cycle in water regulation seems warranted. 
This would foster moving from the stage of diagnosis and 
classification to more effective therapeutic interventions. 


| 
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ANDRZEJ KUBACKI, M.D. 
Saint Jobn, N.B., Canada 


Modulation of the Startle Response in Children With 
PTSD | 


Sır: The experiment recently reported by Edward M. Or- 
nitz, M.D., and Robert S. Pynoos, M.D., MiP.H. (1) repre- 
sents a needed methodological advance. Physiological studies 
of the clinically observed startle response in posttraumatic 
stress disorder (PTSD) are noticeably absent from the liter- 
ature. However, in our opinion, the authors’ interpretation 
of the results of this study requires reexamination. The arti- 
cle asserted a significant loss of the normal inhibitory mod- 
ulation of the startle response in children with PTSD com- 
pared to that in normal children. An examination of the 
data, however, leads us to question the statistical significance 
of this finding. In figure 1, which portrayed the difference in 
EMG amplitudes of the startle responses between warned 
and unwarned conditions, the group differences appeared to 
be significant only in the two (800- and 2000-msec warning 
interval) sustained-tone conditions; no significant group dif- 
ferences were reported for the two (120-:and 150-msec 
warning interval) brief (25-msec) tone conditions. Yet it is 
only in the brief-tone conditions that inhibition of the startle 
response by the warning tone is expected. In the sustained- 
tone conditions, the expectation is facilitation, and here the 
responses of the PTSD children appear to have been more 
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“normal” than those of the control subjects, because they 
showed facilitation, whereas the control children did not. 

It may be that the authors consider that the lower differ- 
ence scores of the PTSD children compared to those of the 
control children across all four warning tone conditions con- 
stitute a failure of inhibitory modulation of the startle re- 
sponse. However, to demonstrate this, one would need to 
look at the statistical significance of the group difference 
collapsed (averaged) across all four conditions, and this anal- 
ysis was not presented. 

In the absence of more persuasive statistical evidence for 
less of inhibitory modulation of the startle response in the 
PTSD children, it may be that the only bona fide statistically 
significant finding of this study was the paradoxically lower 
amplitude of the startle responses of the PTSD children in the 
unwarned condition, which received relatively little attention 
in the discussion. 
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ROGER K. PITMAN, M.D. 
SCOTT P. ORR, PH.D. 
Manchester, N.H. 


Dr. Ornitz and Dr. Pynoos Reply 


Siz: Drs. Pitman and Orr correctly note that the differ- 
ences between the traumatized and control children were 
statistically significant only for the 800-msec and 2000-msec 
warning intervals, exactly as reported in figure 1. This was 
an exploratory study, and while figure 1 suggests a consistent 
direction across all four warning intervals for the differences 
between groups, these differences were not large enough to 
achieve significance i in a multivariate analysis, given such a 
small sample (N=6). The small sample size and the prelim- 
inary nature of these results were emphasized in the discus- 
sion. We are embarking on further studies of startle modu- 
lation in PTSD using larger groups. 

Comparison of figure 1 in our article with figure 2 in our 
earlier maturational study of startle modulation by prestim- 
ulation (1) shows that the 8- to 13-year-old control children 
in the current study had average values across all four warn- 
ing intervals that were almost identical to the values of the 
8-year-old ‘normal children in the earljer study. Likewise, the 
8- to 13-year-old PTSD children had values almost identical 
to those of the normal 5-year-olds in the earlier study. With 
larger sample sizes, the multivariate effect of age across all 
warning intervals was significant in the earlier study, linking 
the development of startle inhibition in response to short 
warning intervals and reduction of facilitation in response to 
long warning intervals. In this developmental context, it 
seems reasonable to interpret the data in figure 1 as reflecting 
a loss of startle inhibition in response to prestimulation in the 
PTSD children. Since startle inhibition matures relatively 
late, it is the function that is the most vulnerable and more 
likely to be compromised by stress. 

While startle inhibition following 120-msec and 250-msec 
warning intervals and startle facilitation following the 2000- 
msec interval are "expected," it does not follow that decrease 
in inhibition and increase in facilitation can always be dis- 
tinguished, particularly in the context of pathology or im- 
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maturity. Consider the 800-msec warning interval: neither 
inhibition nor facilitation should be expected (2); at 800 
msec the inhibitory effect of stimulus onset is offset by the 
facilitatory effect of sustained stimulation. Hence, the larger 
(than on the unwarned trials) responses following 800-msec 
warning in the traumatized children (see figure 1 of our re- 
cent article) or associated with immaturity (see figure 2 in 
our earlier article [1]) can be ascribed as readily to loss of 
inhibition as to increase in facilitation. 

Finally, we discussed in our article (p. 869) the neurophys- 
iological and psychophysiological mechanisms which might 
underlie the smaller response to the unwarned startle stimuli 
in four of the PTSD children. We too were intrigued by this 
finding and its relevance to both the hypervigilance and the 
“behavioral shutting down” in PTSD. Could there be a bi- 
modal distribution of exaggerated startle in some patients 
and decreased startle in others? However, with only seven 
patients, we are reluctant to make too much of this, since 
intersubject differences in startle vary greatly and may reflect 
irrelevant variables, e.g., variation in orbital landmarks in 
relation to orbicularis oculi muscle mass. We are collecting 
data on a larger group and will reconsider this finding in the 
light of sufficient data. 
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EDWARD M. ORNITZ, M.D. 
ROBERT S. PYNOOS, M.D. 
Los Angeles, Calif. 


Body-Dysmorphic Disorder 


SIR: Eric Hollander, M.D., and colleagues’ description of 
five patients who were concerned about their appearance and 
of their response to clomipramine or fluoxetine therapy (1) 
deserves comment. Dissatisfaction with appearance in the 
absence of any observed abnormality is usually regarded as a 
disturbance of the body image. This can occur in many men- 
tal disorders: schizophrenia, depression, monosymptomatic 
hypochondriacal psychosis, severe neurosis, and anorexia 
nervosa (2-6). These are the symptomatic dysmorphopho- 
bias that are secondary to an underlying psychiatric illness. 
Primary dysmorphophobia, or body-dysmorphic disorder, 
arises in persons with sensitive personalities and is charac- 
terized by the presence of an overvalued idea of disfigure- 
ment or subjective feeling of ugliness (3, 4). The cases re- 
ported by Dr. Hollander and associates are a heterogeneous 
group, and it is noteworthy that only in cases 1 and 4 did the 
patients! dissatisfaction with appearance arise as a primary 
event. In cases 2 and 3 the disturbance evolved during the 
course of affective disorder, and in case 5 there were previous 
diagnoses of borderline personality disorder, Tourette's dis- 
order, and obsessive-compulsive disorder. 

The nature of the belief varied between and within cases. 
The patients in cases 1, 2, and 5 were deluded about their 
appearance; the patient in case 4 had an obsessional concern, 
and the patient in case 3 was worried. While DSM-III-R does 
not specify that patients with body-dysmorphic disorder 
must have overvalued ideas about appearance, the presence 
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of delusions is one of several exclusion criteria. The evidence 
that any of these were cases of primary dysmorphophobia 
would have been improved if details of the patients’ premor- 
bid personalities had been supplied. 

The patients undoubtedly benefited from treatment with 
clomipramine or fluoxetine, but I would suggest that care 
be exercised in interpreting the significance of these findings. 
It is my opinion that a substantial proportion of the cases 
reported were examples of secondary or symptomatic dys- 
morphophobias. It remains to be shown whether serotonin 
reuptake blockers are efficacious in primary dysmorpho- 
phobia, or body-dysmorphic disorder. 
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CHRISTOPHER S$. THOMAS, M.B.B.CH., M.R.C.PSYCH. 
Wellington, New Zealand 


Dr. Hollander and Associates Reply 


Sin: We appreciate Dr. Thomas’s careful reading of our 
article. Dr. Thomas previously suggested that the term “‘dys- 
morphophobia" be applied only to patients without any 
other psychiatric illness and that "secondary" or "sympto- 
matic dysmorphophobia" be used when some other mental 
illness is involved (1). Unfortunately, there are no large con- 
trolled studies of body-dysmorphic disorder, and the bulk of 
the literature consists of anecdotal case reports. Neverthe- 
less, there is no evidence that primary dysmorphophobia dif- 
fers in any significant manner from dysmorphophobia that 
arises in the context of obsessive-compulsive disorder or a 
mood disturbance; this remains solely an arbitrary distinc- 
tion. In our small series of patients, body-dysmorphic symp- 
toms improved after treatment with serotonin reuptake 
blockers regardless of the “primary” or "secondary" distinc- 
tion, casting some doubt on the validity of this distinction. 

Further, there is good reason to believe that body-dysmor- 
phic disorder is closely related to obsessive-compulsive dis- 
order. In a position paper for the DSM-IV Work Group on 
Obsessive-Compulsive Disorder, Hollander (unpublished 
manuscript, 1989) concluded that there was substantial 
overlap between body-dysmorphic disorder and obsessive- 
compulsive disorder (given that obsessive-compulsive symp- 
toms and traits are a hallmark of body-dysmorphic disorder) 
and that the external validators, such as age at onset, clinical 
course, comorbidity, impairment, prevalence, treatment im- 
plications, and possible etiologies, are very similar. 

Dr. Thomas states in this and a previous letter to the Jour- 
nal (2) that if concern regarding the presumed body defect 
reaches delusional intensity, then the correct diagnosis is not 
body-dysmorphic disorder but, rather, delusional disorder, 
somatic subtype; DSM-III-R criteria support this position. 
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Since many patients at some time develop certainty regarding 
bodily defects, we suggested in our article that patients with 
body-dysmorphic disorder can be placed along a continuum 
of insight and certainty, with body-dysmorphic psychosis at 
the extreme end. Dr. Robert L. Spitzer has suggested (per- 
sonal communication, Dec. 7, 1989) the addition of the fol- 
lowing criteria in DSM-IV: for body-dysmorphic disorder, 
“Specify if with delusional conviction”; for delusional disor- 
der, “The delusion is not a symptom ‘of body-dysmorphic 
disorder.” In our opinion, this would greatly improve cur- 
rent diagnostic precision and clarity with Speer to body- 

dysmorphic disorder. | 

| 
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ERIC HOLLANDER, M.D. 
CONCETTA DECARIA, M.A. 
MICHAEL R. LIEBOWITZ, M.D. 
DONALD F. KLEIN, M.D. 

| New York, N.Y. 


Prolactin Levels in Women With Seasonal Affective 
Disorder 


Sin: Richard A. Depue, Ph.D., and associates (1) have re- 
ported significantly lower prolactin levels in 14 women with 
seasonal affective disorder than in eight healthy control sub- 
jects. In their discussion they suggested that this finding is 
relatively specific for the disorder and is a trait marker. How- 
ever, we recently obtained similar findings in a study of pa- 
tients with DSM-III major depression (unipolar) who had 
Hamilton Rating Scale for Depression scores greater than 17. 
We studied nine depressed females and nine age- and sex- 
matched control subjects. All patients had been drug free for 
at least 3 months and were not taking oral contraceptives. 
The mean-z SE prolactin level in the depressed group was 
194.0+13.3; the level in the control group was 251.7+23.3. 
This difference was significant (t= 2.2, df=16, p<0.05) and 
supports the view that the finding is not specific to depression 
with a seasonal component. 
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TIMOTHY G. DINAN, M.D. 
SIOBHAN BARRY, M.B. 
MAMOUN MOBAYED, M.B. 
MARY Q' HANLON, M.B. 
| Dublin, Ireland 


Dr. Depue Replies | 


Sır: Dr. Dinan and associates note that our finding of 
lower prolactin concentrations in women with seasonal af- 
fective disorder than in control subjects may not be specific 
to that disorder, because they found lower prolactin values in 
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nine females with nonseasonal unipolar major depression 
than in nine control subjects. It is worth noting that the 
lower prolactin concentration in our subjects with seasonal 
affective disorder was substantial; it was less than half the 
level of the control subjects, whereas the lower prolactin 
values in the depressed subjects of Dr. Dinan and colleagues 
were not nearly of that magnitude. Nevertheless, we noted in 
the Discussion section of our article that, occasionally, lower 
prolactin values have been reported in depression, particu- 
larly in bipolar depressed patients. 

Unfortunately, as we discussed in our article, most of those 
findings, and particularly those of Dr. Dinan and associates, 
cannot be meaningfully interpreted because of the lack of 
control of sources of error (or, perhaps, in Dr. Dinan and 
colleagues’ case, because of failure to report details of the 
study). The assessment of prolactin levels in women requires 
control of premenopausal versus postmenopausal status, 
phase of the menstrual cycle, weight, and diurnal variation, 
because all of these variables can alter prolactin levels sub- 
stantially. Thus, in view of the small sample size in the study 
by Dr. Dinan and associates, if a higher proportion of con- 
trol subjects than of depressed subjects was, for example, 
postmenopausal or in the luteal rather than the follicular 
phase of the menstrual cycle, the control subjects would 
likely have had higher prolactin values. This possibility is 
increased by the fact that the differences in prolactin values 
between depressed and control subjects in their study was 
not apparently large. 

Exactly what the prolactin values reported by Dr. Dinan 
and associates represent is not clear. Nothing is stated about 
the time period during which prolactin was assessed, and 
there is no designation of units for the prolactin values. 
Without this information, plus information on the sources of 
error we have noted, it is not possible to judge the extent to 
which the prolactin value reported for the control subjects 
represents that of the larger population of female control 
subjects. From the details provided in the letter, it is just as 
probable that the prolactin value for this small sample of 
contral subjects is high as that the prolactin value for the 
depressed subjects is low. 

Finally, it is worth noting that our finding of very low 
prolactin values in female subjects with seasonal affective 
disorder—a finding that was independent of season—has re- 
cently been replicated by our group in a substantially larger 
sample of both seasonal affective disorder subjects and con- 
trol subjects (1). 
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RICHARD A. DEPUE, PH.D. 
Minneapolis, Minn. 


Cyclothymia and the Kindling Hypothesis 


Sir: The article by Christopher G. Fichtner, M.D., and 
associates (1) revealed that a poorer psychosocial adjustment 
was associated with the presence of cyclothymic mood 
swings in the course of affective disorders and schizophrenia. 
The authors concluded that cyclothymic symptoms, while 
associated with psychopathology, are not associated with 
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any specific type and do not support the model of bipolar 
disorder as a simple continuum of mild to severe mood 
swings, since an excess of cyclothymic symptoms would be 
expected in bipolar disorder in this model. They suggested 
that their findings could represent cyclothymic interference 
with overall functioning and/or that they are the product of 
a broader underlying factor which increases the probability 
of poor overall functioning. 

The work of Post et al. (2) hypothesizing a kindling model 
of CNS activation resulting from strong emotions or drugs 
(cocaine, alcohol, etc.) would seem to fit with this concept of 
a broader underlying factor. Another possibly related vari- 
able that could be present in the groups studied is borderline 
personality disorder features. Although I recognize the am- 
biguity of assigning a “borderline” diagnosis to someone 
who has crossed the border into psychosis, in my experience 
such borderline personalities are overrepresented among bi- 
polar, schizophrenic, and treatment-refractory depressed pa- 
tients. Possible clues to these considerations might be gleaned 
by observing whether patients who take antikindling agents 
(carbamazepine, clonazepam, etc.) do better than those who 
do not. Also, assessing borderline features or a history of 
substance abuse might be revealing. 
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FRANKLIN D. JONES, M.D. 
Rockville, Md. 


Dr. Fichtner and Associates Reply 


SIR: In commenting on our finding that cyclothymic mood 
swings are associated with generally poorer overall outcome 
in a variety of psychiatric patients and our suggestion that 
this may reflect a factor that cuts across diagnostic catego- 
ries, Dr. Jones suggests that the kindling model of CNS ac- 
tivation may describe such a factor. He further suggests that 
the presence of borderline personality features may compli- 
cate the course of the major clinical syndromes we studied. 
He also raises questions about the possible contribution of 
substance abuse to compromised functioning and the poten- 
tial beneficial therapeutic impact of antikindling agents in the 
treatment of our patient sample. 

Our suggestion of the possible role of a biological predis- 
position to respond, or overrespond, to internal or external 
stimuli with a characteristic level of CNS activation is com- 
patible with the kindling model of Post et al. As Dr. Jones 
points out, such a model is capable of integrating various 
sources of CNS activation such as emotional stress and sub- 
stance abuse, over the longitudinal course of affective and/or 
psychotic illnesses, into the overall clinical symptomatology 
and outcome. Whether the psychosocial decline in our poor- 
er-functioning patients can be completely accounted for by 
such a kindling process, or also reflects temperamental fac- 
tors brought to bear both on the expression of illness and on 
the adaptational process, is an unanswered question. Data 
from our sample indicate that a larger percentage of our 
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psychotic patients than of our nonpsychotic patients were 
substance abusers during the follow-up year (D.B. Lensky, 
unpublished data). These data also indicate that the relation- 
ship between substance abuse and later outcome varies ac- 
cording to the type of psychiatric disorder. Schizophrenic 
patients with histories of substance abuse showed poorer 
outcomes than did those without, but this was not the case 
for unipolar depressed patients. 

Dr. Jones’s point about the possible presence of borderline 
personality features in the poorer-functioning patients is di- 
rectly relevant to some of the main questions osed, but it 
may not provide a clear answer, since it raises ates: issues 
of the relative importance of temperamental and character- 
ologic elements of the overall personality profiles of such 
patients. Stone (1) has discussed these factors in the context 
of his psychotherapeutic data, and his efforts to tease them 
apart provide a useful theoretical perspective integrating bi- 
ological and psychoanalytic viewpoints. In our patient sam- 
ple, axis II diagnoses were not available for all patients; how- 
ever, our group of patients with nonpsychotic, nonaffective 
disorders included six patients (22%) whose primary diag- 
nosis was borderline personality disorder, and this group 
was not significantly different from the other groups. 

The schizophrenic patients in our sample showed the 
strongest association pee cyclothymic symptoms and 
poorer functioning. Whether this represents an excess of pa- 
tients with borderline personality features is a question that 
will require further analysis of our data. A kindling mecha- 
nism operating in the poorer-functioning schizophrenic pa- 
tients is possible and, perhaps, consistent with the reported 
finding that anticonvulsant and mood-stabilizing agents are 
at times effective adjuncts in the treatment of refractory 
schizophrenic psychosis (2). Unfortunately, we cannot draw 
conclusions about the therapeutic effects of antikindling 
agents on the basis of our data. 
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Response of Alcoholic and Nonalcoholic Panic Patients to 
Lactate Infusion 


Sir: In their recent article “Panic Response to Lactate Ad- 
ministration in Alcoholic and Nonalcoholic Patients With 
Panic Disorder” (1), David T. George, M.D., and associates 
found that alcoholic patients with panic disorder panicked 
less frequently during Jactate infusion than did nonalcoholic 
patients with panic disorder. The authors inferred from this 
that panic attacks in alcoholics may differ pathophysiologi- 
cally from those-in nonalcoholics. 

] have several methodological concerns about this highly 
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interesting experiment. The article did not specify whether 
the subject groups were judged on lactate response by a per- 
son who was blind to diagnosis. Since a decision about 
whether a subject panics during a lactate infusion is ulti- 
inately a judgment call, lack of a diagnostic blind could in- 
troduce a bias into the findings. For example, under nonblind 
conditions my colleagues and I rated 72% of a panic disorder 
sample as having panic attacks during lactate infusion (2), 
whereas under diagnostically blind conditions, the lactate 
panic rate in another sample of panic disorder patients was 
5096 (3). 

Another point concerns the criteria for judging whether 
the patient had a panic attack. Most previous studies have 
used the presence of DSM-III physical symptoms plus a cre- 
scendo of extreme apprehension or fear, but they have not 
required that subjects request that the procedure be stopped, 
as Dr. George and his associates did. While use of this cri- 
terion may reduce the influence of rater subjectivity, it in- 
creases the influence of other factors such as subjects’ sto- 
icism. If a subject was feeling panicky but did not ask to stop, 
apparently Dr. George and his colleagues would not have 
called this a panic attack. The very similar increases in self- 
rated anxiety and panic experienced by the alcoholic and' 
nonalcoholic patient groups from baseline to the end of in- 
fusion suggest that their reactions to lactate were quite sim- 
ilar on those dimensions. How can this be reconciled with 
the significant differences in rate of panic and with the con- 
clusion that the two groups' responses to lactate were fun- 
damentally different? 
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MICHAEL R. LIEBOWITZ, MLD. 
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Dr. George and Associates Reply 


SiR: We appreciate the comments by Dr. Liebowitz regard- 
ing our recent article reporting that panic patients with al- 
coholism have a reduced response to lactate administration. 
We share his concern about the inherent difficulty in judging 
a panic reaction to lactate and agree that a double-blind 
study design has some scientific merit. However, since the 
data we reported were basically subjective, such a design 
would not have been expected to alter our findings. 

We wish to make two comments that we feel substantiate 
the validity of our findings. First, at the inception of the 
study, we hypothesized that there would be no difference in 
response to lactate between panic subjects with alcoholism 
and those without alcoholism; this would bias our expecta- 
tions against our reported findings. Second, to make the di- 
agnosis of lactate-induced panic as stringent as possible, our 
criterion was that the panic rating was to be positive only if 
the subject requested that the infusion be stopped. We feel 
that this offers the best discrimination of “true” panic, since 


819 


LETTERS TO THE EDITOR 


lactate infusions cause physical symptoms like those of panic 
in both control subjects and panic patients. The lack of sig- 
nificant differences (note the large standard deviations) be- 
tween groups on the self-rating visual analogue scales high- 
lights the difficulty of using self-rating scales to diagnose 
lactate-induced panic attacks, particularly since panic at- 
tacks by nature represent discontinuous “all-or-nothing”’ 
phenomena. 


DAVID T. GEORGE, M.D. 

DAVID J. NUTT, M.D., PH.D. 
ROBYN P. WAXMAN, B.A. 
MARKKU LINNOILA, M.D., PH.D. 
Bethesda, Md. 


Nondelusional or Borderline Erotomania 


Sir: The review of erotomania by Jonathan H. Segal, M.D. 
(1) was a comprehensive look at the history, etiological the- 
ories, course, and treatment of this intriguing disorder. I 
must disagree, however, with his conclusion that this disor- 
der occurs predominantly in women. Although he stated that 
men represent “perhaps 20%~—30%” of cases of erotomania, 
his only citation for this figure was a reference to Taylor et 
al.’s study of erotomania in males (2). Perusal of this article 
fails to reveal any empirical data concerning the prevalence 
of erotomania in males or females. 

The world’s literature on erotomania does not include any 
studies that provide a large-enough number of erotomanic 
subjects randomly sampled in a given psychiatric population 
to justify statements concerning the gender prevalence of this 
disorder. The historical anecdotal reports of cases of female 
erotomania, regardless of quantity or quality, provide little 
scientific basis for conclusions regarding gender prevalence. 

I reported (3) a recent study by Dietz, who analyzed letters 
sent to celebrities and politicians and other case studies of 65 
erotamanic individuals. He concluded that erotomania was 
not a predominantly female disorder, that the most likely 
recipient of violence was the person standing in the way of 
the desired love object, and that less than 5% of erotomanic 
individuals would be violent. 

I also have identified in my own work a form of nondelu- 
sional or borderline erotomania (3). Although it may not 
warrant a distinctive diagnosis, it is characterized by the pa- 
tient’s intense and tumultuous attachment to an unrequited 
love—usually with an accompanying history of some actual 
contact with the love object-—in the absence of delusion. It is 
a variant of pathological or morbid jealousy, and the inten- 
sity and longevity of the attachment, perhaps as a defense 
against abandonment rage, is striking. Individuals with this 
disorder are usually organized at a borderline level of per- 
sonality (4), with distinctive identity problems and defensive 
operations and marginally adequate reality testing. Charac- 
rer traits that often determine the overt behavior and risk of 
violence of borderline erotomanic patients include narcis- 
sism, hysteria, paranoia, and psychopathy. These individuals 
are remarkable for their initial idealization, and then rageful 
devaluation, of the love object and the tenacity of their ap- 
proaches in the face of treatment intervention or legal sanc- 
tion. As Taylor et al. (2) noted in their case studies, the risk 
of violence of the borderline erotomanic may be closely tied 
to the frustration and depth of narcissistic wounding inher- 
ent in-the pursuit. 
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J. REID MELOY, PH.D. 
San Diego, Calif. 


Dr. Segal Replies 


SiR: Dr. Meloy raises two points: the first is the question of 
the sex ratio among patients with erotomania, and the sec- 
ond is the existence of a syndrome related to erotomania, 
consisting of an obsession with an unattained (or former) 
love object but without the erotomanic delusion of being 
loved by that object. I will reply to these points in order. 

Traditionally, erotomania has been thought to occur al- 
most exclusively in women (in England it has been called 
“old maid's insanity"). On the basis of my reading of the 
available accounts, however, I estimated that 2096—3096 of 
cases occur in men. Granted, case reports and small groups 
of cases are not the ideal data sources from which to make 
sex ratio estimates, but they are all we have at this point, and 
we will have to make do with them until the results of a 
larger study of the type Dr. Meloy recommends are available. 
In fact, Taylor et al., in their introduction, did cite several 
small studies, totaling 19 patients, of whom five (2696) were 
male. Also, one (20%) of de Clérambault's original five pa- 
tients was male. I believe that Dietz’s study, to which Dr. 
Meloy refers, involved primarily an analysis of fan letters 
written to popular entertainers, many of whom are women; 
naturally, the erotomanic fan letters to female entertainers 
will be written by men. In the rest of society, however, where 
most prominent figures (or people seen as superior in some 
other way) have until recently been male, most erotomanic 
patients are female. I suspect that the increasing prominence 
of women in the professions, business, and the arts will pro- 
duce a corresponding increase in erotomania among men. I 
agree that erotomania is more common than generally 
thought and that men are more likely than women to become 
violent. 

Regarding the second point, the syndrome of obsession 
without erotomanic delusion certainly exists, and 1 have seen 
several cases myself. In fact, I believe that it is more common 
than erotomania; it seems to occur more often in men than in 
women and also appears to lead more frequently to violence 
than does erotomania. Unlike erotomania (in which the de- 
lusion is purely a projection on the part of the patient), this 
syndrome is best seen as a pathologically exaggerated reac- 
tion to an actual rejection by the love object. However, I feel 
that Dr. Meloy's term for this syndrome (“‘nondelusional or 
borderline erotomania") is confusing and should not come 
into general use. In the first place, “nondelusional erotoma- 
nia" is a contradiction in terms, as erotomania's delusionary 
nature has, for the last 100 years, been considered its very 
essence. In addition, the word "borderline" has at least two 
meanings. Since erotomania has been the subject of so much 
misunderstanding in the past (e.g., being frequently confused 
with nymphomania), we should be particularly careful not to 
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muddy the waters still further with ambiguous termis. I sug- 
gest instead that this second syndrome be called simply “ob- 
sessive love”; it seems to me that this designation accurately 
and clearly describes the actual pathology while avoiding 
confusion. 


JONATHAN H. SEGAL, M.D. 
Palo Alto, Calif. 


Psychiatric Services in South Africa 


Str: The article by Adebayo Olabisi Odejide, M.D., and 
associates (1) reflects an apparent lack of direct knowledge 
about South African psychiatric services. The services for 
black South Africans are not “minimal” but probably con- 
siderably better than elsewhere in Africa. Currently, over 
12,000 black South Africans are being treated as inpatients 
in 17 South African psychiatric hospitals. About 9,000 other 
South Africans receive similar inpatient hospital care. The 
quality of psychiatric and medical inpatient care has im- 
proved considerably, as indicated by the ever shorter dura- 
tion of inpatient hospitalization and the reduction in patient 
deaths. 

To support their view, Dr. Odejide and associates quoted 
an outdated 1953 reference as well as sweeping allegations 
by the World Health Organization secretariat, which has had 
no contact whatsoever with South Africa for decades. New 
hospital facilities have replaced most of the older, stark 
wards. A new generation of well-trained psychiatrists, psy- 
chiatric nurses, psychologists, occupational therapists, and 
workers in other disciplines has joined the mental health 
team. Most impressive of all, community mental health pro- 
grams as part of primary health care have gotten off the 
ground. 

Dr. Odejide and colleagues referred to 8,000 or 9,000 
Africans suffering from mental disorder who are being 
treated "against their will in privately owned institutions.” 
These patients are profoundly and severely mentally handi- 
capped or chronically psychiatrically disabled patients who 
are cared for in privately run psychiatric hospitals that are 
licensed, supervised, and financed by South African health 
authorities and are fully under the jurisdiction of the South 
African Supreme Court. The same system of privatized care 
is also used for other South Africans. There is no abuse of 
this system, as I can confirm, since 1 personally peruse the 
regular periodical reports of several hundred such patients 
and visit one such institution regularly. 

Dr. Odejide and associates stated that there was not a 
single black South African psychiatrist in 1978. We do not 
register South African psychiatrists by race, but I can assure 
these authors that a fair percentage are not white, and a 
considerable number are in training at South Africa’s seven 
medical schools (eight including the Transkei), two of which 
discriminate against all white undergraduates. 

For Nigerian psychiatrists who have apparently never vis- 
ited South Africa to assume that services for white South 
Africans are “excellent” on the basis of two rather outdated 
reports is stretching journalistic license beyond its limits. If 
Dr. Odejide and associates had read the article attributed to 
me (2) and from which they made the assumption, they 
would have noticed that the patient sample was not re- 
stricted to whites but that a third of the sample was colored. 

South African services for all groups are far from ade- 
quate. A reflection of this inadequacy is the relatively high 
prevalence of suicide in South Africa, especially for whites. It 
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is highest for whites: 17.5/100,000, compared to 6.6/ 
100,000 fór Indians, 4.7/100,000 for coloreds, and 2.8/ 
100,000 for blacks. 

General hospitals are increasingly providing psychiatric 
units. Halfway homes, homes, and day centers for mentally 
handicapped and ill persons now receive state subsidization. 
South Africa provides a most cost-effective “shoestring” ser- 
vice, with some of the most sophisticated psychiatric services 
being spread from the First World to the Third World parts 
of our population. More exchanges between Nigerian and 
other psychiatrists from North, West, and East Africa and 
their counterparts from South Africa could help to dispel a 
great deal of gloom, prejudice, and ignorance. Together we 
can help to light a torch in the promotion of the mental 
health of our African continent. 
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DR. A. LEVIN 
Pretoria, South Africa 


Dr. Odejide and Dr. Ohaeri Reply 


Str: We are pleased to note that our comment on the state 
of psychiatric services for blacks in the Republic of South 
Africa has touched the conscience of responsible South Af- 
rican psychiatrists. The facts in our references on the situa- 
tion in South Africa—including an editorial in the South 
African Medical Journal (1)—speak for themselves. Our aim 
was not to present a country report, and we did not have to 
visit every couritry in Africa for a review article. Dr. Levin’s 
figures have not disproved the facts in our references, the 
more so since blacks are classed differently from coloreds 
and whites in South Africa. While his figures for suicide rates 
support our own, we hope he is not suggesting that the sui- 
cide rates among the races are an index of the adequacy of 
psychiatric services provided. 

We associate ourselves with Dr. Levin’s enlightened hope 
for more exchanges between psychiatrists, so that “together 
we can help to light a torch in the promotion of the mental 
health of our African continent.” 
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Family Planning Services for Psychiatric Patients 


Sig: The excellent article by John H. Coverdale, M.B., 
Ch.B., and John A. Aruffo, M.D. (1) makes it appropriate to 
reiterate what I wrote in a letter published in the Journal 
more than 10 years ago: mentally ill patients and their 
spouses have an urgent need for family planning counseling 
and services, and this is a responsibility of the psychiatric 
profession. Although an article my associates and I published 
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in 1971 (2) focused on inpatients, it is apparent that psychi- 

atric outpatients have similar needs. These needs are even 

greater now because of the AIDS epidemic. 

The patients whom Drs. Coverdale and Aruffo described 
are not essentially different from the ones my colleagues and 
J interviéwed in 1970 (2); they need contraceptive services, 
they do not use contraception effectively, and they have had 
previous unwanted pregnancies. In addition, they have often 
lacked minimal gynecological care. 

. By virtue of their social and psychological problems, men- 
..tally ill women have difficulty in obtaining and utilizing the 
. usual family planning services available in the community. 

` Lack of knowledge about and access to services, fear and 

. ignorance about methods, poor communication with part- 
` ners who are often impaired themselves, and reluctance of 
“ mental health professionals to inquire about this aspect of 
their patients' lives all contribute to inadequate contraceptive 
and gynecological care and, doubtless, to the increased like- 
lihood of contracting AIDS, although this has not yet been 
reported. ` 

There are three major arguments favoring the integration 
' of family planning services with other mental health services. 
First, to overcome the psychological and informational bar- 
riers to effective contraception, mental patients require an 

, amount of time and special attention that standard family 

' planning clinics cannot provide. Second, these women are 

unlikely-to accept and follow through on referral to commu- 

` nity agencies. Third, family planning is an integral part of 
primary prevention and thus belongs in every mental care 

' setting in the country. 

.' Over the past 15 years, in collaboration with the Office of 
Family Planning, Department of Health and Human Serv- 

ices, we at Cambridge Hospital have developed and main- 

tained family planning services in four state mental hospitals 
and a community mental health center. The collaboration 
and active support of the directors of these institutions have 

'been essential and forthcoming. Follow-up studies demon- 

 szrate that a significant proportion of the patients continue 

the use of contraception after discharge where we continue 
to offer services. 


Our experiences show that these services can be effectively 
delivered in the psychiatric hospital. We wish to express oür 
willingness to consult with any psychiatric hospital i in the 
nation that may seek to provide these services as part of 
every woman's right to good medical care. 
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HENRY GRUNEBAUM, M.D. 
Cambridge, Mass. 


Dr. Coverdale and Dr. Aruffo Reply 


Str: We thank Dr. Grunebaum for his helpful comments 
and applaud his energy in developing programs to address 
these important issues with this population. We do wish to 
reinforce the idea that an excellent opportunity exists for 
primary prevention of both unwanted pregnancies and 
AIDS. However, it is also our impression that mental health 
professionals in outpatient settings may indeed be reluctant 
to talk to patients about family planning issues and AIDS, in 
part because of their discomfort in doing so. It is imperative 
that we routinely take sexual histories as a first step in re- 
sponding to the needs identified by Dr. Grunebaum and our- 
selves. Otherwise, we cannot know how to counsel appro- 
priately or whom to refer, if necessary, for contraceptive 
advice or HIV testing. 


JOHN H. COVERDALE, M.B., CH.B. . 
JOHN A. ARUFFO, M.D. - 
Houston, Texas 


Reprints of letters to the Editor are not available. 


Correction 


In the review by Leston Havens, M.D., and Meredith Fields, M.D., of the book Schizo- 
phrenia: Treatment, Process, Outcome, by Thomas H: McGlashan, M.D. ,and Christopher J. = - 
Keats, M.D. (February 1990 issue, p. 248), the second paragraph should read, 


When this book is read together with Robert Wallerstein’s review (1) of the Men- 
ninger Clinic borderline study, one conclusion stands out: supportive and managerial 
psychotherapies seem more important than interpretations or clarifications. 
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de Pn asix-week controlled study in severely 
ill (“problem”) schizophrenic patients 
who failed to respond adequately to 
treatment with appropriate courses of 
standard antipsychotic drugs: 

B CLOZARIL (cdozapine) succeeded after 
standard antipsychotics, including 
haloperidol, failed 

Œ Thirty percent of CLOZARIL patients experi- 

T ied dramatic global improvement in only 
six weeks (as determined by the study's 

d igorous efficacy criteria) vs only 4% of 






T Efficacy in both positive and negative 
symptomatology 



















HOPE CONTINUES WITH A VIRTUAL 
ABSENCE OF CERTAIN ACUTE 
EXTRAPYRAMIDAL SYMPTOMS 


M CLOZARIL (clozapine) is indicated for patients 
intolerant of standard antipsychotics 


M No confirmed cases of tardive dyskinesia 
in over 15 years' worldwide experience 


B Side effects that have been reported 
include: agranulocytosis ( 1 —296), transient 
sedation (39% ), hypersalivation (31%), 
tachycardia (2576), constipation ( 1496), 
hypotension (976), hypertension (4% ) and 
weight gain (4%)' 

B CLOZARIL use is associated with a 
substantial risk of seizure, an apparently 
dose-dependent reaction affecting 
1—2^56 of patients at low doses (below 
300 mg/day), 3—4% at moderate doses, . 
and 5% at high doses (600—900 mg/day): 


HOPE IS MAINTAINED THROUGH A 
MANDATORY WBC MONITORING 
SYSTEM WHICH HELPS MANAGE 
THE RISK OF AGRANULOCYTOSIS 


M Agranulocytosis, a potentially fatal disorder, 


occurs in 1—2% of patients 


B The Clozaril Patient Management System™ 


(CPMS*") was created as an efficient means 
to detect developing agranulocytosis 


M This structured weekly monitoring and drug 


delivery system helps to protect the patient 
and to support the physician 





mor lozapin EX 
25 mg and 100 mg tablets 


CLOZARIL therapy is available only through 
the Clozaril Patient Management System. 

Call 1-800-237-CPMS (2767) or mail in a 
completed CPMS patient enrollment form to 
prescribe CLOZARIL (clozapine). Contact your 
Sandoz Mental Health Sales Representative 
for general information on CLOZARIL (ctozapine) 
and the Clozaril Patient Management System. 


“In a double-blind study of CLOZARIL (clozapine) versus chlorpromazine 
encompassing 268 patients, all of whom had first failed on at least 
three standard antipsychotics over a five-year period and then 
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clozapine) 


call 1- 800-237-CPMS (2767) 
or mail in a completed CPMS patient enrollment form. 


+Tachycardia, hypotension and hypertension are the principal cardiovascular effects associated with CLOZARIL (clozapine). 


+Because of the substantial risk of seizure associated with CLOZARIL use, a dosage ceiling of 600 mg/day is recommended, although some patients 
may require up to 900 mg/day for a therapeutic effect. 
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Corporation, E. Hanover, NJ 07936 (201) 503-7500 





Please see brief summary of prescribing information following this 
advertisement. Printed in U.S.A. 3/90 CLO-0390-02 


CLOZARIL 





(clozapine) 
TABLETS 


CAUTION: Federal law prohibits dispsesing without a prescriptice. 


CONTRAINDICATIONS 

CLOZARIL is contraindicated in patients with myeloproliferstive disorders, or a history of 
CLOZARIL-induced agranulocytosis or severe granulocytopenia. CLOZARIL should not be used si- 
maultaneousty with other agents having a well-known potentia to suppress bone marrow function, As 
with more typical antipsychotic drugs, CLOZARIL ts contraindicated in severe central nervous systam 
. depression or comatose states from any causa. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF ABRANULOCYTOSIS, A POTENTIALLY LIFE-THREATER- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILI. SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, ETHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT IS STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH A DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AM ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE A BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL 18 AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEMY 
(CPRS™), 


Agranslocytasts 

Agranulosytesis, defined ts a graniocyte coant (polys + bands) of less than 580 per 
mm, bas boso estimated to occur In sssoclation with CLOZARIL rss at a cumulative 
incidence at one yaar of approximately 1.3%, bagad on the cocurrence oi 15 U.S. ceses out sf: 
1743 patients expesed fo CLOZARIL during its olinical testing prior to domestio marketing. 
All of these cases occarred at a time when the need for close monitoring b( WBC counts was 
akeady recognized. This reaction conid prove fatal Hf not detected sarly and therapy 
interrupted. Wille no fatalities have been associated with the U.S. agranulocytosis cases, 
and ai] cases have recovered fully, the U.S. sample [s too smal! to reliably estimate the case 
fatality rate. Of the 112 cases of agranulocytosis reported worktwide In association with 
CLOZARIL use as of December 31, 1985, 35% were fatal. However, few of thosa deaths 
occurred since 1977, st which time the knewlndge of CLOZARIL-induced agransiocytosis 
became more widespread, and close monitoring of WBC counts mere widely practiced. 
Nevertheless, H le caknown at present wirst the case fatality rate will ke for CLOZARIL- 
Induced agranulocytssis, despite strict adherence to ihe recommendation for weekly 
monitoring of WBC counts. 

Tresiment should not be initiated [f the WBC count Is less than 3560 per mor, or H the 
patient hes a history of a mysloproftterative disorder, or previous CLOZARILinduced 
agranulocytosis or grasulocytopenta. Patents should be advised to report immediately the 
appearance of lethargy, wsskness, fever, sore throat or any ether signs of Infection. 1f, after 
the Initiation of treatment, the total WBC count has dropped belew 3580 per mm? or tt has 
dropped by a substantial amount from baseline, even If the count Is above 3800 per mm, or 
if immatere forme are present, a repeat WBC conni and a differential coant should be done. 
Hf subsequent WEC eounts and the differentia! somt reveal a tote] WHC count between 3880 
and 3508 per mm’ aod a granulocyte court abeve 1508 per mun’, twice weekly WBC counts 
and differentia! sconis should bs performed. =~ 

H the total WBC count falls below 3000 per mm? or the granulocyte soont below 1500 per 
mov’, CLOZARIL therapy should be Joterrapted and patients should bs carefully monitored for 
fiu-fike symptoms or other symptoms suggestive of infection, CLOZARIL therapy may be 
resumed if no symptoms of Infection develop, and If the total WBC evant returns to levels 
above 3800 per men’ and ihe granulocyte count returns to levels above 1500 per mne. 
However, in this event, twies-weokly WBC counts and differential counts should continue 
entil total WBC counts return to levels above 3580 per mm’. 

H the total WBC coont fails below 2000 per mar or the grasulocyts count falis below 
1080 per mæ’, bons marrow aspiration sheuld be considered to sesertein granulopoletic 
status. Protective isolation with close observation may be Indicated ff gregulopolests is 
determined to be deficient, Should evidoncs of Infection develop, tha patisni should havs 
appropriate csitures performed and an appropriate antiblotie regimen Institated. 

Patients whose total WBC counts fall balow 2000 per mm’, or granslocyte counts below 
1000 per mr during CLOZARIL therapy shoeki sef be re-chalienged with CLOZARIL. 
Patients discontinned from CLOZARIL therapy due to significant WBC suppression have been 
found fo develop agranalocytosis apon re-chalienge, ofien vif a shorter latency on re- 
exposure. To redess the chances of re-challengs occurring iu patients who have 
experienced significant bons marrow suppression during CLOZARIL therapy, a single, 
national masier fis will ha malnisiped confidentially within the CPMS (Ciszasii Patient Mas- 
ageman System). 

Except for evidence of siguifteant hona marrow suppression during initial CLOZARI. 
therapy, there ara no established risk factors, based on worldwide experience, for the 
development of agranulocytosis Ia association with CLOZARIL ose. However, a dispropor- 
tlonate number of the U.S. cases of agranulocytosis occurred in patients of Jewish 
backgroumd compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL. Most of tha U.S. cases occurred within 4-10 weeks of exposure, 
but astther dose por duration bs a raliabis predictor of this problem. Ko patient 
charactertstics have boan clearly Linked to the development of sgramiiocytos[s in association 
with CLOZARIL ese, but agranulocytosis associated with other antipsychotic drugs hat haen 
reported to occur with a greater frequency in women, the sideriy and in patients who are 
cachactic or kave serious undertying medical Iliness; such patients may also be at partiowlar 
risk with CLOZARIL. 

To redaca the risk of agranulocytosis developing andetected, CLOZARIL will be 
dispessed only withia the Ctozaril Patient Masapemant System. 





Seizures 

Selzwe bas heen estimated to occur [a association with CLOZARIL use at a camulative 
incidence at cus year of approximately 5%, based an the cccarrence of one or more seizores 
In 61 of 1743 patients exposed to CLOZARIL during Its clinical testing prior to demestic 
marketing (La. a crude rate of 3.5%). Dose appears to be an Important predictor of seizure, 
with a greater likelihood of seizure at the higher CLOZARIL doses sad. 


Custion should he used m administering CLOZARIL to patients having a bistory of salzures 
or other predisposing factors. Because of tha substantia! risk of seizure associated with 
CLOZARIL use, pationts should be advised not to engage in any activity where sudden loss of 
consciousness could casso seriens risk to themaalves or others, a.g., the operation of 
complex machinery, driving an automobile, swimming, climbing, sic. 





Adverse Cardiovascular Effects 

Orthostatic hypotension can occur with CLOZARIL treatment, especially during initial titration in 
association with “apld dose escalation, and may represent a continulng risk ln some patients. 
Tachycardia, which may be sustained, has also bean observed in approximately 25% of pattents 
taking CLOZARIL, with patients having an average increase in pulse rats of 10-15 bpm. The 
sustained tachycardia Is not slmply a reflex responsa to hypotension, and Is present m all positions 
monitored. Elther tachycardia or hypotension may pose a serious risk for an individual with 
compromised cardiovascular function. A minority of CLOZARIL-treated patients experfence ECG 
repolarization changes simMar to those seen with other antipsychotik: drugs, Including S-T segment 
depression and flattening or inversion of T waves, which ail normalize alter discontinuation of 
CLOZARIL. The clinical significance of these changes [s unclear. However, in clnical trials with 
CLOZARIL, several patients experienced significant cardiac events, Including Ischemic changes, 
myocardial infarction, nonfatal arrhythmias and sudden unexplained death. Causality assessment 
wes difficult In many of thasa cases because of serious preexisting cardiac disease and plausible 
alternative causes. Rare instances of sudden, unexplained death heve been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution In patients with 
known cardiovascular disease, a a 
carefully observed, 


Neuroleptic Malignant Syndrome 

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant Syndrome 
(NMS) has besn reported in association with antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscte rigidity, altered mental status and evidence of autonomic Instability (Irregutar 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dysrhythmias). No cases of NME have 
been attributed to CLOZARIL alone, However, there have been several reported cases of NMS In 
patients treated concomitantly with Nthium or other CNS-active agents. 

Terdive Dyskinesia: 

A syndrome consisting of potentially irreversible, involuntary, dyskinstic movements may develop 
in patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be 
highest among the elderly, especially elderly women, it is Impossible to rely upon prevalence 
estimates to predict, at the inception of treatment, which patients are likely to develop the syndrome. 

There are several reasons for predicting that CLOZARIL may be different fram other 
drugs in its potential for inducing tardive dyskinesia, including the preclinical finding that it has a 
relatively weak dosamine blocking effect and the clinical finding of a virtual absence of certain acute 
extrapyramidal symptoms, ¢.9., dystonia. In addition, there have bean no confirmed cases of tardive 
dyskinesia developing in association with CLOZARIL use. Nevertheless, it cannot yet be concluded, 
without more extended expartence, that CLOZARIL bs incapable of inducing this syndrome. 


PRECAUTIONS 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
risk over tima, the extanded treatment of patients failing to show sn acceptable level of clinical 
response should ordinarily be avolded. In addition, the need for continuing treatment In patients 
exhibiting benefick! clinical responses should be periodically re-evaluated. During CLOZARIL 
therapy, patiems may experience transient temperature elevations above 100.4°F (38°C), with the 
peak Incidancs within the first three weeks of treatment. Wh this fever is generally benign and seif- 
Limiting, It may necessitate discontinuing patients from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever should be carsfully evaluated to 
rule out the possibilty of an undertying infectious process or the development of agranulocytosis. In 
the presence of high fever, the possibility of neuroleptic malignant syndrome (NMS) must be 
considered. CLOZARIL has very potent anticholinergic effects, and great care should be exercised in 
using this drug in the preeance of prostatic enlargement or narrow angle gtaucoma. Because of 
initlal sedation, CLOZARIL may impair mental and/or physical ablilties, especially during the first few 
days of therapy. The recommendations for gradual dose escalation should be carefully adhered to, 
and patients cauticned about activities requiring alertness. Clinical expertence with CLOZARIL In 
patients with concomitant systemic diseases is limited. Nevertheless, caution is advisable in using 
CLOZARIL in patients with hepatic, renal or cardiac disease. 


information for Patients 

Patients who are to receive CLOZARIL should be warned about the significant risk of developing 
agranulocytosis. They should be Informed that weekly blood tests are required to monito: for the 
occurrence of agranulocytosis, and that CLOZARIL tabists wii bs made avallabis only through a 
spectal program designed to ensure the required blood monitoring. Patients should be acvisad to 
report immediately the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
mambrane ulceration or other possibis signs of infection. Particular attantion should be paid to any 
fluke complaints or other symptoms that might suggest infection. Patients shoutd be informed of 
the significant risk of ssizure during CLOZARIL treatment, and they should ba &dvisad to void 
driving and any other potantialty hazardous activity while taking CLOZARIL. Patients should be 
advised of tha risk of orthostatic hypotension, espectally during the period of initia! does t-tration. 
Patients should notify thelr physician if they are taking, or plan to take, any prescription or aver-the- 
counter drugs or alcohol. Patients should notify thelr physician H they bscome pregnant or intend to 
become pregnant during therapy. Patients should not breast feed an infant tf they are taking 
CLOZARIL. 


CLOZARIL 


(clozapine) 
TABLETS 





Drug Interactions 

The ris«s of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL-induced agranulocytosis is unknown; nonetheless, the 
possibilitw that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 
other agents having a well-known potential to suppress bone marrow function. Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other CNS-active drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to protein (e.g., warfarin, digoxin) may cause an increase 
in plasme concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentiate the hypotensive effects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinephrine 
effect. 


Pregnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because animal 
reproduc-ion studies are not always predictive of human response, and in view of the desirability of 
keeping tne administration of all drugs to a minimum during pregnancy, this drug should be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, including salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
profuse, especially during sleep, but may be diminished with dose reduction. 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

It is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 tc 450 mg/day by the end of two weeks. Subsequent dosage increments should be made no 
more then once- or twice-weekly, in increments not to exceed 100 mg. Cautious titration and a 
divided cosage schedule are necessary to minimize the risks of hypotension, seizure, and sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. [Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLOZARIL doses were both approximately 600 mg/day.] 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosin3 should not exceed 900 mg/day. 


Discontinuation of Treatment 

in the event of planned termination of CLOZARIL therapy, gradual reduction in dose is 
recommended over a 1 to 2 week period. However, should a patient's medical condition require 
abrupt discontinuation (e.g., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prascribe CLOZARIL call 1-800-237-CPMS (2767) or mail in a completed CPMS Enrollment 
Form. 
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start with 
better nights 


I Up to 97% of depressed patients experience 
some kind of sleep disturbance, and often 
it may be the presenting sign. 

B Sleep disturbances respond particularly well 
to once-a-day Sinequan’ (doxepin HCl)... 
as it works to relieve underlying depression 
and anxiety?? 


The possibility of drug interaction B be considered if the patient 
is receiving other drugs concomitantl 


SINEQUAN 


(doxepin FCD games 


*The 150-mg capsule strength is inten or IO anin e therapy only and is not 
recommended for initiation of treatm 





Please see brief summary of SNEGA (doxepin HCI) prescribing information 
on next page. 
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Are Your Patients 
Being Lured Away? 


s new hospitals and HMO's 
MÀ continue to open, the financial 
stability of your hospitals may be 
threatened. Are the quality and type 
of services being offered in your 
psychiatric unit top-notch? How can 
those services be improved so you 
don't lose patients to the competi- 
tion down the street? 


he APA's Consultation Ser- 

vices has been in the business 
of helping hospitals and other 
psychiatric programs improve 
patient care for almost 50 years. We 
send experienced consultants to in- 
quire, mediate, and recommend 
solutions to improve your specific 
Situation. We know how to work 
with the administrators, medical 
staff, and other members of the 
hospital community. For more in- 
formation, call (202) 682-6203 or 
write APA’s Consultation Service 
1400 K Street, NW, Washington, 
DC 2000S. 


APA's 
CONSULTATION 


SERVICES 
Offering professional guidance and 


expertise to all mental health 
organizations. 
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A 25-year history of proven clinical usefulness with unsurpassed 
flexibility of dosage provided by 6 tablet strengths, color coded to 
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BRIEF SUMMARY 

CAUTION: Federal law prohibits dispensing without prescription. 

INACTIVE INGREDIENTS 

The following inactive ingredients are contained in all dosage strengths: acacia, calcium 
carbonate, corn starch, D&C Red No. 30 and D&C Yellow No. 10 (except 10 mg and 150 mg), 
FD&C Blue No. 1, FD&C Red No. 3, FD&C Yellow No. 6, hydrogenated soy oil, iron oxide, 
light mineral oil, magnesium stearate, mannitol, polyethylene glycol 8000, pregelatinized 
com starch, sodium benzoate (except 150 mg), sucrose, talc, titanium dioxide, and other 
ingredients, 

CLINICAL PHARMACOLOGY 

Metabolism 

The rate of metabolism of tricyclic antidepressants varies widely from individual to 
individual, chiefly on a genetically determined basis. In general, the elderly metabolize 
tricyclic antidepressants more slowly than do younger adults. 

Certain drugs, particularly the psychostimulants and the phenothiazines, increase plasma 
levels of concomitantly administered tricyclic antidepressants through competition for the 
same metabolic enzyme systems. Other substances, particularly barbiturates and alcohol, 
induce liver enzyme activity and thereby reduce tricyclic antidepressant plasma levels. 
Similar effects have been reported with tobacco smoke. 

Additional information on metabolism appears in Full Prescribing Information. 


CONTRAINDICATIONS 

Desipramine hydrochloride should not be given in conjunction with, or within 2 weeks of, 

treatment with an MAO inhibitor drug; hyperpyretic crises, severe convulsions, and death 

have occurred in patients taking MAO inhibitors and tricyclic antidepressants. When 

Norpramin (desipramine hydrochloride) is substituted for an MAO inhibitor, at least 2 weeks 

should elapse between treatments. Norpramin should then be started cautiously and should 

be increased gradually. 

The drug is contraindicated in the acute recovery period following myocardial infarction. It 

should not be used in those who have shown prior hypersensitivity to the drug. Cross 

sensitivity between this and other dibenzazepines is a possibility. 

WARNINGS 

. Extreme caution should be used when this drug is given in the following situations: 

a. In patients with cardiovascular disease, because of the possibility of conduction 

defects, arrhythmias, tachycardias, strokes, and acute myocardial infarction. 

b. In patients with a history of urinary retention or glaucoma, because of the 

anticholinergic properties of the drug. 

c. In patients with thyroid disease or those taking thyroid medication, because of the 

possibility of cardiovascular toxicity, including arrhythmias. 

d. In patients with a history of seizure disorder, because this drug has been shown to 
lower the seizure threshold. 

This drug is capable of blocking the antihypertensive effect of guanethidine and 

similarly acting compounds. 

USE IN PREGNANCY 

Safe use of desipramine hydrochloride during pregnancy and lactation has not been 

established; therefore, if it is to be given to pregnant patients, nursing mothers, or 

women of childbearing potential, the possible benefits must be weighed against the 
possible hazards to mother and child. Animal reproductive studies have been 
inconclusive. 

USE IN CHILDREN 

Norpramin (desipramine hydrochloride) is not recommended for use in children since 

safety and effectiveness in the pediatric age group have not been established. (See 

ADVERSE REACTIONS, Cardiovascular.) 

. The patient should be cautioned that this drug may impair the mental and/or physical 
abilities required for the performance of potentially hazardous tasks such as driving a 
car or operating machinery. 

_ In patients who may use alcohol excessively, it should be borne in mind that the 
potentiation may increase the danger inherent in any suicide attempt or overdosage. 

PRECAUTIONS 
1. It is important that this drug be dispensed in the least possible quantities to depressed 

outpatients, since suicide has been accomplished with this class of drug. Ordinary 

prudence requires that children not have access to this drug or to potent drugs of any 
kind; if possible, this drug should be dispensed in containers with child-resistant 
safety closures. Storage of this drug in the home must be supervised responsibly. 

a adverse effects occur, dosage should be reduced or treatment should 

altered. 

3. Norpramin (desipramine hydrochloride) therapy in patients with manic-depressive 

illness may induce a hypomanic state after the depressive phase terminates. 

The drug may cause exacerbation of psychosis in schizophrenic patients. 

Close supervision and careful adjustment of dosage are required when this drug is 

given concomitantly with anticholinergic or sympathomimetic drugs. 

Patients should be warmed that while taking this drug their response to alcoholic 

beverages may be exaggerated. 

. Clinical experience in the concurrent administration of ECT and antidepressant drugs is 
limited. Thus, if such treatment is essential, the possibility of increased risk relative 
to benefits should be considered. 

. If Norpramin (desipramine hydrochloride) is to be combined with other psychotropic 
agents such as tranquilizers or sedative/hypnotics, careful consideration should be 
given to the pharmacology of the agents employed since the sedative effects of 
Norpramin and benzodiazepines (e.g., chlordiazepoxide or diazepam) are additive. Both 
the sedative and anticholinergic effects of the major tranquilizers are also additive to 
those of Norpramin. 

9. Concurrent administration of cimetidine and tricyclic antidepressants can produce 

clinically significant increases in the plasma levels of the tricyclic antidepressants. 

Conversely, decreases in plasma levels of the tricyclic antidepressants have been 

reported upon discontinuation of cimetidine which may result in the loss of the 

therapeutic efficacy of the tricyclic antidepressant. 

This drug should be discontinued as soon as possible prior to elective surgery because 

of the possible cardiovascular effects. Hypertensive episodes have been observed 

during surgery in patients taking desipramine hydrochloride. 

11. Both elevation and lowering of blood sugar levels have been reported. 

12. Leukocyte and differential counts should be performed in any patient who develops 
fever and sore throat during therapy; the drug should be discontinued if there is 
evidence of pathologic neutrophil depression. 

ADVERSE REACTIONS 

Note: Included in the following listing are a few adverse reactions that have not been 

reported with this specific drug. However, the pharmacologic similarities among the 

tricyclic antidepressant drugs require that each of the reactions be considered when 

Norpramin (desipramine hydrochloride) is given. 

Cardiovascular: hypotension, hypertension, tachycardia, palpitation, arrhythmias, heart 

block, myocardial infarction, stroke. There has been a report of an "acute collapse" and 
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“sudden death” in an eight-year old (18 kg) male, treated for two years for hyperactivity. 
(See WARNINGS, Use in Children.) 
Psychiatric: confusional states (especially in the elderly) with hallucinations, disorienta- 
tion, delusions; anxiety, restlessness, agitation; insomnia and nightmares; hypomania; 
exacerbation of psychosis. 
Neurologic: numbness, tingling, paresthesias of extremities; incoordination, ataxia, 
tremors; peripheral neuropathy; extrapyramidal symptoms; seizures; alteration in EEG 
patterns; tinnitus. 
Anticholinergic: dry mouth, and rarely associated sublingual adenitis; blurred vision, 
disturbance of accommodation, mydriasis, increased intraocular pressure; constipation, 
paralytic ileus; urinary retention, delayed micturition, dilatation of urinary tract. 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization (avoid excessive 
exposure to sunlight), edema (of face and tongue or general), drug fever, cross sensitivity 
with other tricyclic drugs. 
Hematologic: bone marrow depressions including agranulocytosis, eosinophilia, purpura, 
thrombocytopenia. 
Gastrointestinal: anorexia, nausea and vomiting, epigastric distress, peculiar taste, 
abdominal cramps, diarrhea, stomatitis, black tongue. 
Endocrine: gynecomastia in the male, breast enlargement and galactorrhea in the female; 
increased or decreased libido, impotence, painful ejaculation, testicular swelling; 
elevation or depression of blood sugar levels; syndrome of inappropriate antidiuretic 
hormone secretion (SIADH). 
Other: jaundice (simulating obstructive), altered liver function; weight gain or loss; 
perspiration, flushing; urinary frequency, nocturia; parotid swelling; drowsiness, dizziness, 
weakness and fatigue, headache; alopecia. 
Withdrawal Symptoms: Though not indicative of addiction, abrupt cessation of treatment 
after prolonged therapy may produce nausea, headache, and malaise. 
OVERDOSAGE 
There is no specific antidote for desipramine, nor are there specific phenomena of 
diagnostic value characterizing poisoning by the drug. 
Within an hour of ingestion the patient may become agitated or stuporous and then 
comatose, Hypotension, shock, and renal shutdown may ensue. Grand mal seizures, both 
early and late after ingestion, have been reported. Hyperactive reflexes, hyperpyrexia, 
muscle rigidity, vomiting, and ECG evidence of impaired conduction may occur. Serious 
disturbances of cardiac rate, rhythm, and output can occur. The precepts of early evacuation 
of the ingested material and subsequent support of respiration (airway and movement), 
circulation, and renal output apply. 
The principles of management of coma and shock by means of the mechanical respirator, 
cardiac pacemaker, monitoring of central venous pressure, and regulation of fluid and acid- 
base balance are well known in most medical centers and are not further discussed here. 
Because CNS involvement, respiratory depression, and cardiac arrhythmia can occur 
suddenly, hospitalization and close observation are generally advisable, even when the 
amount ingested is thought to be small or the initial degree of intoxication appears slight or 
moderate. Most patients with ECG abnormalities should have continuous cardiac monitoring 
for at least 72 hours and be closely observed until well after cardiac status has returned to 
normal; relapses may occur after apparent recovery. 
The slow intravenous administration of physostigmine salicylate has been reported to 
reverse most of the anticholinergic cardiovascular and CNS effects of overdose with 
tricyclic antidepressants. In adults, 1 to 3 mg has been reported to be effective. In children, 
the dose should be started with 0.5 mg and repeated at 5-minute intervals to determine the 
minimum effective dose; no more than 2 mg should be given. Because of the short duration 
of action of physostigmine, the effective dose should be repeated at 30-minute to 60- 
minute intervals, as necessary. Rapid injection should be avoided to reduce the possibility 
of physostigmine-induced convulsions. 
Other possible therapeutic considerations include: 
(a) Dialysis: Desipramine is found in low concentration in the serum, even after a 
massive oral dose. In vitro experiments in which blood bank blood was used indicate 
that it is very poorly dialyzed. Because of indications that the drug is secreted in 
gastric juice, constant gastric lavage has been suggested. 
(b) Pharmacologic treatment of shock: Since desipramine potentiates the action of 
such vasopressor agents as levarterenol and metaraminol, they should be used only 
with caution. 
(c) Pharmacologic control of seizures: intravenous barbiturates are the treatment of 
choice for the control of grand mal seizures. One may, alternatively, consider the! 
parenteral use of diphenylhydantoin, which has less central depressant effect but 
also has an effect on heart rhythm that has not yet been fully defined. 
(d) Pharmacologic control of cardiac function: Severe disturbances of cardiac rate, 
rhythm, and output are probably the initiating events in shock. Intravascular volume 
must be maintained by i.v. fluids. Digitalization should be carried out early in view 
of the fact that a positive inotropic effect can be achieved without increase in 
cardiac work. Many of the cardiodynamic effects of digitalis are the exact opposite 
of those of massive doses of desipramine (animal studies). 
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The requirements stated below are in accordance with 
"Uniform Requirements for Manuscripts Submitted to Bio- 
medical Journals." 


Prior Publication 


Manuscripts are accepted for consideration by the Amer- 
ican Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Any form of pub- 
lication other than an abstract of no more than 400 words 
constitutes prior publication. This includes components of 
symposia, proceedings, transactions, books (or chapters), ar- 
ticles published by invitation, or reports of any kind, regard- 
less of differences in readership, as well as electronic data 
bases of public nature. Authors submitting manuscripts con- 
taining d or clinical observations already. used in pub- 
lished papers or used in papers that are in’ press, submitted 
for aN A or to be submitted shortly should provide 
this information and copies of those papers to the Editor. An 
explanation of the differences between the papers should be 
included. , ` ; 


Copyright Transfer and Submission Approval 


The Journal requires approval of manuscript submission 
by all authors in addition to transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. A submission approval and copyright transfer form 
will be forwarded to authors along with a letter acknowl- 
edging receipt of their manuscript. Manuscripts will not re- 
ceive a final decision until a completed form has been re- 
ceived in the editorial office. 

In addition, authors must obtain letters of permission from 
publishers for use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have been previously published or submitted elsewhere. : 


Disclosure of Commercial Interests 


All forms of support, including drug: company support, 
must be acknowledged in the author's footnote (see “‘Ac- 
knowledgments" under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or financial 
involvements that might present an appearance of a conflict 
of interest in connection with the submitted article, including 
but not limited to institutional or corporate affiliations not 
already specified in the author's footnote, paid consultancies, 
stock ownership or other equity interests, and patent own- 


ership. At the Editor's discretion; this information may be 
shared with reviewers. Such involvements will not be 
grounds for automatic rejection of the manuscript. Should 
the article be accepted for publication, the Editor and the 
authors will consult on whether, and to what extent, this 
information.should be included in the published article. 


Patient Anonymity 


Ethical as well as legal considerations require careful at- 
tention to the protection of a patient's anonymity in case 


reports and elsewhere. ldentifying information such as 


names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
when discussing the characteristics and personal history. of 
patients. 


. ]nformed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child's as- 
sent was obtained. 


Review Process 


All papers are reviewed to determine the originality, va- 
lidity, and importance of content and conclusions. In addi- 
tion to the regular review process, peer review for statistical 
content may be required for some manuscripts. This will be 
determined by the Journal’s Statistical Editors. Authors will 
be sent reviewer comments that are judged to be useful to 
them. All reviewers remain anonymous. Once the Editor has 
made a final decision on a paper, the authors of that paper 
will be informed. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and four copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005. All 
correspondence will be sent to the first-named author unless 
otherwise specified. Papers should be accompanied by a 
cover letter indicating ds the paper is intended for publi- 
cation and specifying for which section of the Journal it is 
being submitted (i.e, Special Article, Regular Article, or 
Clinical and Research Report); papers will only be reviewed 
after such a statement has been received from the author. 

Authors will be notified of the receipt of their paper and 


INFORMATION FOR CONTRIBUTORS 


the number assigned to it. This number must be included in 
all further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. Because of escalating postage costs, no 
manuscripts submitted to the Journal will be returned to 
authors except upon special request. Authors must make this 
request in their original submission letter and include a self- 
addressed, postage-paid envelope. 


Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single case 
reports will be peer reviewed. Reports of successfully treated 
patients must include data on the number of patients treated 
unsuccessfully by the same method, with an indication of the 
temporal order of the successes and failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the meet- 
ing. All papers must be accompanied by a statement that they 
are in final form. These papers are subject to the same peer 
review as other papers and must conform to the require- 
ments for one of the types of articles specified in the next 
section. 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together im- 
portant information on a topic of general interest to psychi- 
atry. Authors who have ideas for such articles are advised to 
check with the Editorial Office to ensure that a similar work 
has not already been submitted. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced pages— 
including an abstract of no more than 100 words, tables, and 
figures) and may not include more than 100 references. 


Regular Articles 


Regular Articles are original communications of scientific 
excellence in psychiatric medicine and advances in clinical 
research. Regular Articles contain no more than 3,800 
words, including an abstract of no more than 100 words, 
references, tables, and figures. A table or figure that fills one- 
half of a vertical manuscript page equals 100 words of text; 
one that fills one-half of a horizontal page equals 150 words. 
Articles that exceed 3,800 words will be returned unre- 
viewed to the authors. 


Clinical and Research Reports 


Clinical and Research Reports may contain no more than 
one table and a maximum of 10 references; figures may not 
be used. Papers may contain a maximum of 1,300 words, 
including an abstract of no more than 40 words, references, 
and an optional table (estimate 15 words per reference, 100 
words for a double-spaced table that fills one-half of a ver- 
tical page, and 150 words for a double-spaced table that fills 
one-half of a horizontal page). These articles present 1) new 
research findings, 2) data from pilot studies, 3) worthwhile 


replication studies, and 4) clinical studies involving a number 
of patients. Essays, program descriptions, literature reviews, 
and single case reports do not meet the criteria for this sec- 
tion. Submissions that exceed 1,300 words or contain figures 
will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and § references; no tables or figures) will be considered if 
they include the notation “for publication.” Letters critical 
of an article published in the Journal will automatically be 
sent to the authors for reply. Because of space limitations not 
all letters can be printed. The Journal will notify authors 
about the disposition of their letters but does not return 
those that are not published. A letter must be signed by all of 
its authors. All letters will be edited; edited letters will not be 
sent to authors for approval. Letters must be typed double- 
spaced throughout on 84%2X11 inch paper; three copies are 
required. Letters that do not meet these specifications will be 
returned for revision. Reprints are not available. Single case 
reports except for detailed longitudinal studies should be 
submitted as Letters to the Editor. Case reports submitted as 
Letters to the Editor will be peer reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of Iowa College of Medicine, 500 Newton Rd., lowa City, IA 
52242. Book reviews are usually solicited by the Book Fo- 
rum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. Re- 


prints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 812X11 inch nonerasable bond paper. All 
four margins must be 1¥2 inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) abstract, 3) text, 4) references, and 
5) tables and/or figures. All pages must be numbered. 


STYLE SPECIFICATIONS 
Title Page 


Title. The title should be informative and as brief as pos- 
sible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each au- 
thor’s name. | 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the date. 

Location of work and address for reprints. Provide the 
department, institution, city, and staté where the work was 
done. Include a full address for the author who is to receive 
reprint requests, 

Acknowledgments. Grant support should be acknowl- 
edged in a separate paragraph and should include the full 


name of the granting agency and grant number. The Journal 
does not allow acknowledgment of persons involved with the 
preparation or typing of manuscripts. Acknowledgment of 
individuals involved with the scientific content of the work 
should not exceed four typed lines. Drug company support 
of any kind must be acknowledged. 


Abstract 


The abstract is a single paragraph no longer than 100 
words for Special Articles and Regular Articles and no longer 
than 40 words for Clinical and Research Reports. 


Text 


Authors should use the active voice and first person; head- 
ings and subheadings should be inserted at reasonable inter- 
vals. Footnotes to text may not be used, and summaries are 
usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statis- 
tical tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those who 
abstained from coffee had significantly higher course grades 
than those who did not abstain (F=4.32, df=3, 17, p< 
0.05).” Reviewers will evaluate the appropriateness of the 
analyses. 

Abbresiations Spell out all abbreviations (other than 
those for units of measure) the first time they are used. Id- 
iosyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 


References 


References are numbered and listed by their order of appear- 
ance in text; the text citation is followed by the appropriate 
reference number in parentheses. Do not arrange the list alpha- 
betically. References in tables and figures are numbered as 
though the tables and figures were part of the text. 

References should be restricted to closely pertinent mate- 
rial. Accuracy of citation is the author’s responsibility. Refer- 
ences should conform exactly to the original spelling, ac- 
cents, punctuation, etc. Authors should be sure thar all 
references listed have been cited in text. 

Personal communications, unpublished manuscripts, manu- 
scripts submitted but not yet accepted, and similar unpublished 
items should not appear in the reference list. Such citations may 
be noted in text. It is the author’s responsibility to obtain per- 
mission to refer to another individual’s unpublished observa- 
tions. Manuscripts that are actually “in press” may be cited as 
such in the reference list; the name of the journal or publisher 
and location must be included. 

Type references in the style shown below, double-spaced 
throughout. List up to three authors; designate one or more 
authors past the third as “et al.” Abbreviations of journal 
names should conform to the style used in Index Medicus; 
journals not indexed there should not be abbreviated. 
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1. Noyes R Jr, DuPont RL Jr, Pecknold JC, et al: Alprazolam in 
panic disorder and agoraphobia, results from a multicenter 
trial, II: patient acceptance, side effects, and safety. Arch Gen 
Psychiatry 1988; 45:423—428 

2. Kaplan HI, Sadock BJ (eds): Comprehensive Textbook of Psy- 
chiatry, 4th ed, vol 2. Baltimore, Williams & Wilkins, 1985 

3. Fyer AJ, Manuzza S, Endicott J: Differential diagnosis and as- 
sessments of anxiety: recent developments, in Psychopharma- 
cology: The Third Generation of Progress. Edited by Meltzer 
HY. New York, Raven Press, 1987 


TABLES AND FIGURES 


The Journal does not publish tables or figures that have 
been submitted elsewhere or previously published. Tables 
and figures that duplicate 1) material contained in text or 2) 
each other will not be used. Authors will be asked to delete 
tables and figures that contain data which could be given 
succinctly in text. Each table and figure should be under- 
standable without reference to the text; a descriptive, concise 
title should be included and units of measurement should be 
specified. Consult recent issues of the Journal for format. A 
table or figure that fills one-half of a vertical manuscript page 
equals 100 words of text; one that fills one-half of a hori- 
zontal page equals 150 words. A copy of each table and 
figure must be included with each copy of the manuscript. 


Tables 


Tables should be double-spaced, no wider than 120 type- 
writer characters, including spaces, and no longer than 70 
lines. Values expressed in the same unit of measurement 
should read down, not across; when percentages are given, 
the appropriate numbers must also be given. 


Figures 


Figures are considered as text and are subject to revision 
by the authors upon recommendation of the Editors. Figures 
should, however, be professionally prepared. Glossy or other 
camera-ready prints should accompany the submitted manu- 
script. Computer-generated figures that do not meet quality 
printing standards will be returned for revision. The first 
author's name, the title of the paper, the figure number, and 
the top of the figure should be noted on a label affixed to the 
back of each figure. All figure titles and footnotes should be 
typed and sent together on a separate page. 

The Journal does publish color illustrations. However, the 
cost to publish them, including reprint charges, will be the 
responsibility of the authors. An estimate of the cost will be 
provided to the authors at the time of first decision. 

Format. Figures are visual expressions of data trends or 
relationships. Figures that represent numerical data which 
could be expressed more succinctly or clearly in tabular form 
should be converted to tables. Line graphs should show 
change in continuous variables; comparisons of like values in 
different groups should be presented as bar graphs. Graphs 
containing stacked bars are unacceptable; the dierent seg- 
ments of each bar should be presented side by side. 

Lettering. Figure type should be sans serif and should be 7 
points or larger after the figure is reduced; most figures tak- 
ing up the width of a vertical manuscript page are reduced to 
a width of 19.5 picas (3¥4 inches), and those requiring a 
horizontal manuscript page are usually reduced to 40.5 picas 
(634 inches). When space on the horizontal axis is insuffi- 
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FIGURE 1. Mean CSF Somatostatin Levels of Patlents With Alzhe- 
imer's Disease, Older Depressed Patients, and Age-Matched Control 
Subjects 
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‘Significant difference between men and women (t=1.81, df=10, 
p<0.05) and between the total Alzheimer’s disease group and the 
total control group (t=2.49, df-25, p<0.01). 

bSignificant difference between the total depressed group and the 
total control group (t=2.75, df=33, p<0.005). 


cient, headings may be placed diagonally on the axis. Main 
headings should consist of upper-case letters only, subhead- 
ings of upper- and lower-case, and other type (e.g., keys, flow 
chart segments) of lower-case with only an initial upper-case 
letter. All parenthetical material should be lower-case. Do 
not use idiosyncratic abbreviations. 

Other. The following are additional specific requirements. 
Please refer to the example given above. 

1. Do not use solid black shading; rather, include outlined 
white among shadings. 

2. The heading for the vertical axis of a graph should run 
vertically along the axis, not horizontally at the top or bot- 
tom. Headings for the horizontal axis should appear below 
that axis, not at the top of the graph. 

3. Error bars should not be used. 

4. Do not extend the vertical or horizontal axis of a graph 
beyond the point needed for the data shown. 

5. The vertical axis should generally begin at zero; to save 
space, a double slash may take the place of an unused por- 
tion of the vertical axis. 
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6. In a graph comparing different groups of subjects, the 
number of subjects in each group should appear with the 
name of the group—in the key, in the headings below the 
horizontal axis, or in the title. 

7. To save space, related figures that have the same vertical 
or horizontal axis should be combined. Headings identifying 
the segments of the combined figure should appear in the 
upper lefthand corners of the individual segments (in lower- 
case type with an initial upper-case letter). 

8. The key should appear within or above the figure but 
should not be wider than the figure itself. Avoid placing 
other type (e.g., number of subjects, statistical values) within 
the axes of a graph. 

9. Footnotes (including p values) should be cited with su- 
perscript letters in the title or body of the figure and should 
be listed in the order in which they are cited in the figure. 


PROCESSING OF ACCEPTED MANUSCRIPTS 


Manuscripts are accepted with the understanding that the 
Editor and the editorial staff have the right to make revisions 
aimed at greater conciseness, clarity, and conformity with 
Journal style. Accepted papers will be edited and sent to the 
first-named (or corresponding) author for corrections and 
answers to editorial queries. No proofs are sent to authors. 
Authors who will be away from their offices for a long period 
or who change address after notification of acceptance 
should inform the Journal staff. 


PERMISSION TO REPRINT 


Written permission to reprint material published in the 
Journal must be secured from the APA Periodicals Services 
Division, 1400 K Street, N.W., Washington, DC 20005; tele- 
phone: (202)682-6156. There is usually a charge for such 
permission, except for nonprofit classroom or library reserve 
use by instructors and educational institutions or for authors 
who wish to reprint their own material. Requests will be 
facilitated if accompanied by written permission from the 
author of the material. 


REPRINTS 


No reprints are furnished gratis. An order form for re- 
prints will be sent to the corresponding author before pub- 
lication of the paper. The printer usually mails reprints ap- 
proximately 6 weeks after the article has been published. 
Reprints of items in the Book Forum and Letters to the Ed- 
itor sections are not available. 


THE PERMANENTE MEDICAL GROUP 
NORTHERN CALIFORNIA 


QUALITY 


STABILITY 


LEADERSHIP 


GROWTH 


SUPPORT 


REWARDS 





The Permanente Medical Group, the largest multispecialty group 
practice in the U.S., is undergoing explosive growth in its Northern 
California region: the San Francisco Bay Area, Sacramento and the 
Central Valley. Our rapid increase in membership has created practice 
opportunities throughout the region for BC/BE Psychiatrists. 


Our physician-managed group is part of the comprehensive Kaiser 
Permanente Medical Care Program. As a TPMG physician, you have access 
to the latest medical technology and resources, the support of colleagues 
in all subspecialties — and the opportunity to provide excellent health 
care without the burdens of managing a practice. 


Join us in one of these facilities: 
e Walnut Creek/Pleasanton 

e Martinez/Antioch 

e Oakland 

e South Sacramento/Stockton 

e Santa Rosa 

e San Jose/Gilroy 

e San Francisco 

e South San Francisco 

e Sacramento/Roseville 

e Richmond 

e Redwood City 

e Fresno 

e Hayward/Fremont 

e Santa Clara/Milpitas/Sunnyvale 
e Vallejo/Fairfield/Napa 

e San Rafael/Petaluma 





TPMG offers many benefits: scheduled time off with cross-coverage 
provided by your colleagues, continuing education, malpractice insurance, 
a substantial retirement program and special arrangements for physicians 
transferring from established practice. For complete information, call or 
send CV to: The Permanente Medical Group, Inc., Richmond Prescott, 
M.D., Physician Recruitmerit Services, Dept. AJP-7175, 1814 Franklin, 

áth Floor, Oakland, CA 94612. (800) 777-4912. EOE 
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Sois the award he just won. 


The American Psychiatric Association has research and hospital psychiatry has been an 
announced that its fifth annual APA/Psychiatric inspiration to everyone in the field. 


Institutes of America Foundation Award for “Inspiration” is the idea behind this award 

Hospital Psychiatry Research has been as well. By recognizing significant contributions 

presented to Dr. Thomas H. McGlashan. to the advancement of hospital psychiatry, it 
Dr. McGlashan has been the director of helps to foster continued innovation and growth 


research at Chestnut Lodge Hospital in Rock- in the field. 


ville, Maryland since 1982 and Research f A 


Professor of Psychiatry at the Univer- 
sity of Maryland School of Medicine 
Psychiatric Institutes of America 
Part of National Medical Enterprises, Inc. 


since 1986. His commitment to both 
1010 Wisconsin Avenue, N.W., Washington, D.C. 20007 * 202-337-5600 * 1-800-435-4426 


We congratulate Dr. McGlashan on 
his achievements and encourage future 
participation in hospital psychiatry 
research. 
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RIVENDELL OF AMERICA 


Rivendell of America, an eight hospital chain specializing In child — 
and adolescent care, has the following psychiatric openings due to 
unprecedentad growth: 





BOARD CERTIFIED 
PSYCHIATRIST 


The University of Kansas School of Medicine and the : 
Department of Veterans Affairs Medical Center at 
Wichita, Kansas are actively recruiting a board 
certified psychiatrist. Position includes duties at a 
university affiliated V.A. Psychiatry Service and 
Psychiatric Research Institute with emphasis on 
clinical psychopharmacology. Duties include 
research, teaching and patient care. Will join active, 
multidisciplinary teaching and research group 
structured to nurture and facilitate academic growth. 
Group has expertise and laboratory facilities for drug 
monitoring, receptor psychopharmacology, 
neuroendocrinology, sleep physiology, and brain 
imaging including MRI, BEAM and SPECT. Send 
curriculum vitas to: 


Rivendel! of Kentucky -a 72-bed JCAHO accredited child and adoles- 
cent hospital, needs two staff psychiatrists. The hospital is located in a 
southern KY city of 50,000, approximately 60 miles north of Nashville, TN. 
Rivendell of Nebraska - a 48- bed JCAHO accredited child and 
adolescent hospital, requires a staff psychiatrist. The hospital is located 
just west of Lincoln, home of the University of Nebraska. Lincoln Is the 
number one ranked cultural city of less than 250,000 population in tha 
United States. 

Rivendell] of Michigan - a 63-bed JCAHO accredited child and 
adolescent hospital needs a staff psychiatrist. The hospital is located just 
north of Lansing, home of Michigan State University. 

Rivendel) of Billings, Montana - a 46-bed JCAHO accredited child 
and adolescent hospital needs a staff psychiatrist. Billings, a town of 
70,000, is located within a two hour drive of Yellowstone National Park. 
Rivendell of Panama City, FL - requires a child and adolescent 
psychiatrist to serve as an Adolescent Unit Director and establish a private 
practice. Panama City is located on the northwestam “sugar sand” coast, 
along the Gulf of Mexico. 


Sheldon H. Hiene M.D. Excellent centractsal reimbursement is avaliable for all 
Chief, Psychiatry Service positions, Child and Adelesceat trained psychiatrists are 
V.A. Medical Center preferred for ali positions; however, generali psychiatrists with 
5500 East Kellogg child/edolescent Interest and/or experience will be considered. 
Wichita, Kansas 67218 


The V.A. is an equal opportunity employer. 


The Department of Psychiatry, Duke — 
University Medical Center and Cabarrus 
Memorial Hospital are actively recruiting a 
Medical Director for a new inpatient unit 
scheduled to open in April 1991 at Cabarrus 
Memorial Hospital, however, the position 
will be available in July 1990. The Medical 
Director will receive a Duke faculty 
appointment and will be responsible for the 
clinical management of the Cabarrus 
Inpatient Unit. Position will provide an 
interesting blend of academic, community, 
and private practice. Salary is negotiable. 
Send curriculum vitae to: 





Bernard J. Carroll, M.D., Ph.D. 
Duke University Medical Center 
Department of Psychiatry 

Box 3950 

Durham, NC 27710 


Duke University and Cabarrus Memorial 
Hospital are equal opportunity employers. 





For additional information, contact us at 1-800-727-0033 or send 
CV to Physician Recruiter, Rivendell of America, 3401 West End 
Avenue, Suite 500, Nashville, TN 37203. 


CLINICAL ASSOCIATE 
OR 
SENIOR STAFF FELLOW 


The Laboratory of Clinical Studles, National Institute on 
Alcohol Abuse and Alcoholism, Public Health Service, 
invites applications for a position to study the psycho- 
blology and molecular biology of alcoholism and its 
complications. Unique opportunity to become a member of 
a multidisciplinary team working in a 10-bed research ward 
and outpatient clinic at the Natlonal Institutes of Health 
Clinical Center, Bethesda, Maryland. State-of-the-art 
equipment and experlenced technical support availabie. 
The salary range Is $40,000 to $52,000 per annum 
commensurate with qualifications. Interested candidates 
must be board certifled or eligible psychlatrists or 
neurologists who are U.S. citizens or permanent residents. 
Position information and qualification requirements may be 
obtained by contacting Dr. George. This position is 
avallable now. Submit Curriculum Vitae and names of 
three references to: 


Ted George, M.D. 

National institute on Alcohol 
Abuse and Alcoholism 
Laboratory of Clinical Studies 
Bullding 10, Room 3B-19 
9000 Rockville Plke 
Bethesda, Maryland 20892 
Phone: (301) 496-9705 


nN 


NIH is an Equal Opportunity Employer 





CHAIRPERSON AND 
(CHIEF OF SERVICE 
DEPARTMENT OF PSYCHIATRY 
THE ALBANY MEDICAL CENTER 


(Albany Medical College 
Aibany Medical Center Hospital) 


In affiliation with 
Capital District Psychiatric Center 
i a cones 


and Chief of Service for — . 
Academic 


candidates may send a Curriculum Vitae and 
references to: 


Myron » MLD. 
Chairperson OF Psy Psy Search Committee 
' Albany Medical Center, A-74 
Albany. New York 12208 


AN AFFIRMATIVE ACTION/EQUAL 
OPPORTUNITY EMPLO 


Minority Research Training 


in P sychiatry 


The American Psychiatric Association (APA) is 
pleased to.announce the funding of the Program for 
Minority Research Training in Psychiatry by the National 

: Institute.of Mental Health (NIMH). This program will 
- sponsor training of minority medical students, psychiatric 
residents, and fellows who are interested in research by 
providing advice, placement assistance, stipends, travel, 
and other expenses. 


For further information about the Program for Minority 
Research Training in Psychiatry, call or write Harold 
— Alan Pincus, M.D., or Jeanne Spurlock, M.D., at the 
American Psychiatric Association, 1400 K - Street, 
N.W., Washington, D.C. 20005; Telephone 202-682- 
6238; or FAX 202-682-61 14. l } 
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(HALOPERIDOL) INJECTION - 100mg/mL 


^HALDOL Decanoate 50 


(HALOPERIDOL) INJECTION 50mg/mL 





For IM Injection Only 


The following is-a brief sum only. Bet see complete prescribing 
information in HALDOL and HALDO Dacancate product uctiabel 


Contraindications: Since the and clinical actions of HALDOL Decanoate 50 and 
HALDOL Decanoate 100 are attributed to HALDOL haloperidol as the active medication. Contrain- 
dications, Warnings, and additional information are those of HALDOL. modified to reflect the 


P ADOL 8 conründcatod in aufert k inured nervous aan ae ar eased 
states from any cause and in indiiduals who are hypersensitive to this drug or have Parkinson's 
disease. 


Warnings: Tardive Dyskines/a: Tardive dyskinesia, a syndrome 
Ibla, are 


treatment, C 

EUG oaia Mes Wiel polar nak of 
developing tardive dyskinesta and the likelihood that it will become irreversible are bolleved to 
increase as the duration of treatment and the total cumkdativa dose of antipsychotic drugs 
commoni afi eebvely bret tater perds et ew Soses. There's no known reason: fr 
after. ee er ee ee 
yskinesia, althoug syndrome remit, partially or completely, 
esent iden dun 


REACTIONS) 

Naur Malignant S (NMS); A ER PORTO fatal symptom complex 
referred to as Ne ignant S Edge Dn ee 
nical mani ON exa, muscie rigidity altered 
mental status (in ng lator sigs) and evidence ol onomic instability (irregular pulse or 
Additional include 


sometimes 


general agreement 
Lease be le dcl Saabs ar andes ari requires antipsychotic 
from NMS, the potential reintroduction of drug therapy should be carefully 
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Brief Summary of Prescribing Information. 
Indications and Usage: Management of anxiety disorders or short-term relief of 


symptoms of anxiety or anxiety associated with depressive symptoms. Anxiety or 


tension associated with stress of everyday life usually does not require treatment 
with an anxiolytic 


Effectiveness in long-term use, i.e., more than 4 months, has not been assessed 


by systematic clinical studies. Reassess periodically usefulness of the drug for the 
individual patient 
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Contraindications: Known sensitivity to benzodiazepines or acute narrow-angle 
glaucoma 


Warnings: Not recommended in primary depressive disorders or psychoses 
As with all CNS-acting drugs, warn patients not to operate machinery or motor 
vehicles, and of diminished tolerance for alcohol and other CNS depressants 
Physical and Psychological Dependence: Withdrawal symptoms like those 
noted with barbiturates and alcohol have occurred following abrupt discontinu- 
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Precautions: |n depression accompanying anxiety, consider possibility for 
suicide 

For elderly or debilitated patients, initial daily dosage should not exceed 2mg to 
avoid oversedation. Terminate dosage gradually since abrupt withdrawal of any 
antianxiety agent may result in symptoms like those being treated: anxiety, agita- 
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precautions with impaired renal or hepatic function. Where gastrointestinal or car- 
diovascular disorders coexist with anxiety, note that lorazepam has not been 
shown of significant benefit in treating gastrointestinal or cardiovascular compo- 
nent. Esophageal dilation occurred in rats treated with lorazepam for more than 
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mum human therapeutic dose of 10mg/day). Effect was reversible only when treat- 
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caution and frequent monitoring for symptoms of upper G.I. disease. Safety and 
effectiveness in children under 12 years have not been established 
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omp C earance counts and liver function tests are recommended during long-term therapy 
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CNS depressant effects when administered with such medications as barbiturates 
or alcohol 


CARCINOGENESIS AND MUTAGENESIS: No evidence of carcinogenic potential 
emerged in rats during an 18-month study. No studies regarding mutagenesis 
have been performed 
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PREGNANCY: Reproductive studies were performed in mice, rats, and 2 strains of 
Simple one-step metabolism rabbits. Occasional anomalies (reduction of tarsals, tibia, metatarsals, malrotated 

limbs, gastroschisis, malformed skull and microphthalmia) were seen in drug- 
treated rabbits without relationship to dosage. Although all these anomalies were 
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randomly in historical controls. At 40mg/kg and higher, there was evidence of fetal 
resorption and increased fetal loss in rabbits which was not seen at lower doses 
Clinical significance of these findings is not known. However, increased risk of 
P à ^ congenital malformations associated with use of minor tranquilizers (chlordiaze- 
| r poxide, diazepam and meprobamate) during first trimester of pregnancy has 

edictable relief of anxiety been suggested in several studies. Because use of these drugs is rarely a matter 
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Incidence of sedation and unsteadiness increased with age. Small decreases in 
blood pressure have been noted but are not clinically significant, probably being 
related to relief of anxiety. 


NO WONDER Transient amnesia or memory impairment has been reported in association with 
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* Overdosage: |n management of overdosage with any drug, bear in mind multiple 
(R) agents may have been taken. Manifestations of overdosage include somnolence 
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general supportive care, monitoring vital signs and close observation. Hypoten- 
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Injection U.S.P. Usefulness of dialysis has not been determined 
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Navane are reported infrequently. Forty-two psychotic male and female patients under age 55 were 
j entered in this study on a nonblind basis, and randomly assigned to 
Should extrapyramidal symptoms their regular medication or switched to thiothixene. Patients were 
evaluated at baseline and on a daily basis, and periodically rated on 
OCCUL they usually can be controlled. the Global Improvement and Brief Psychiatric Rating Scales. 


In schizophrenia, 
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Please see brief summary of NAVANE® (thiothixene/thiothixene HCI) prescribing information on adjacent page. 
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 

Navane* (thiothixene) Capsules: 1 mg, 2 mg, 5 mg, 10 mg, 20 mg 

rie se hydrochloride) Concentrate: 5 mg/ml, Intramuscular: 2 mg/ml, 5 mg/ml 

ndications: Navane is effective in the management of manifestations of psychotic disorders. Navane has 
not been evaluated in the management of behavioral complications in patients with mental retardation. 
Contraindications: Contraindicated in patients with circulatory collapse, comatose states, central nervous 
system depression due to any cause, and blood dyscrasias. Contraindicated in individuals who have shown 
hypersensitivity to the drug. It is not known whether there is a cross-sensitivity between the thioxanthenes 
and the phenothiazine derivatives, but the possibility should be considered. 

Warnings: Tardive Dyskinesia— Tardive dyskinesia, a syndrome consisting of potentially irreversible, in- 
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to increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to 
the ps ent increase. However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. 

There is no known treatment for established cases of tardive dyskinesia, although the syndrome may 
remit, partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treatment, itself, however, 
may suppress (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly 
mask tne underlying disease process. The effect that symptomatic suppression has upon the long-term 
course of the syndrome is unknown 

Giver these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize 
the occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for pa- 
tients who suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom 
alternative, equally effective, but potentially less harmful treatments are not available or appropriate. In pa- 
tients who do require chronic treatment, the smallest dose and the shortest duration of treatment producing 
a S T clinical response should be sought. The need for continued treatment should be reassessed 
periodically. 

If eum and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation 
tet be considered. However, some patients may require treatment despite the presence of the 
syndrome. 

(For further information about the description of tardive dyskinesia and its clinical detection, please refer 
to Information for Patients in the Precautions section, and to the Adverse Reactions section.) 

Neuroleptic Malignant Syndrome (NMS)—A potentially fatal symptom complex sometimes referred to 
as Neuroleptic Malignant Syndrome (NMS) has been reported in association with antipsychotic drugs. Clin- 
ical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status and evidence of auto- 
nomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis, and cardiac ple ay 

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a diagnosis, it Is 
important to identify cases where the clinical presentation includes both serious medical illness 3. , pneu- 
monia, systemic infection, etc.) and untreated or inadequately treated extrapyramidal signs and symptoms 
(EPS). Other important considerations in the differential diagnosis include central anticholinergic toxicity, 
heat stroke, drug fever and primary central nervous system (CNS) pathology. 

The management of NMS should include 1) immediate discontinuation of antipsychotic drugs and other 
drugs not essential to concurrent therapy, 2) intensive symptomatic treatment and medica! monitoring, and 
3) treatment of any concomitant serious medical problems for which specific treatments are available. There 
is no general agreement about specific pharmacological treatment regimens for uncomplicated NMS. 

If a patient requires antipsychotic drug treatment after recovery from NMS, the potential reintroduction 
of drug therapy should be carefully considered. The patient should be carefully monitored, since recur- 
rences of NMS have been reported 

Usage in Pregnancy—Sate use of Navane during pregnancy has not been established. Therefore, this 
drug should be given to pregnant patients only when, in the judgment of the physician, the expected benefits 
from the treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical 
experience to date have not demonstrated any teratogenic effects. 

In the animal reproduction studies with Navane, there was some decrease in conception rate and litter 
size, ard an increase in resorption rate in rats and rabbits, changes which have been similarly reported with 
other psychotropic agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day), rabbits 
(3 to 50 mg/kg/day), and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects 
were seen. (See Precautions.) 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because 
safety end efficacy in the pediatric age group have not been established. 

As is true with many CNS drugs, Navane may impair the mental and/or physical abilities required for the 
performance of potentially hazardous tasks such as driving a car or operating machinery, especially during 
the first few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting Mig patients peni Navane should be cautioned about the pos- 
sible acditive effects (which may include hypotension) with CNS depressants and with alcohol 
Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also 
occur in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure 
conditions such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs to precipitate 
convulsions, extreme caution should be used in patients with a history of convulsive disorders or those in 
a state of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the 
actions of the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane 
is administered concurrently 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants other than anticonvulsant drugs. 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who ar2 known or Suspected to have glaucoma, or who might be exposed to extreme heat, or who are 
receiving atropine or related drugs. 

Use with caution in patients with cardiovascular disease. 

Also. careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine 
lenticular pigmentation has been noted in a small number of patients treated with Navane for prolonged 
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periods). Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage 
(jaundice, biliary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients 
on Navane (thiothixene). 

Intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be 
injected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant 
of the buttock (i.e. gluteus maximus) and the mid-lateral thigh. 

The deltoid area should be used only if well developed, such as in certain acults and older children, and 
then only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the 
lower and mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help 
avoid inadvertent injection into a blood vessel. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one third of human breast cancers are prolactin-dependent 
in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with 
a previously detected breast cancer. Although disturbances such as galactor"hea, amenorrhea, gyneco- 
mastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels is 
unknown for most patients. An increase in mammary neoplasms has been found in rodents after chronic 
administration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies conducted to date, 
however, have shown an association between chronic administration of these drugs and mammary tumor- 
igenesis; the available evidence is considered too limited to be conclusive at this time. 

Information for Patients—Given the likelihood that some patients exposed chronically to neuroleptics will 

develop tardive dyskinesia, it is advised that all patients in whom chronic use s contemplated be given, if 
possible, full information about this risk. The decision to inform patients and/or their guardians must ob- 
viously take into account the clinical circumstances and the competency of the patient to understand the 
information provided. 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane 
(thiothixene). However, since Navane has certain chemical and pharmacologic similarities to the phenothi- 
azines, all of the known side effects and toxicity associated with phenothiazine therapy should be borne in 
mind when Navane is used. 

Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypoten- 
sion occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood 
pressure may result. Nonspecific EKG changes have been observed in some patients receiving Navane 
quiu These changes are usually reversible and frequently disappear on continued Navane therapy 

he incidence of these changes is lower than that observed with some phenothiazines. The clinical signifi- 
cance of these changes is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually sudsides with continuation of 
Navane therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, 
but less than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted 
S eae. Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane 
infrequently. 

Hyper has been reported in infants delivered from mothers having received structurally related 
drugs. 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dvstonia have been reported 
Management of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute 
symptoms may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may 
be managed by reducing the dosage of Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive ia may appear in some 
patients on long-term therapy or may occur after drug therapy has been discontinued. The syndrome is 
characterized by rhythmical involuntary movements of the tongue, face, mouth or jaw (e.g., protrusion of 
tongue, putting of cheeks, puckering of mouth, chewing movements). Sometimes these may be accom- 
panied by involuntary movements of extremities. 

Since early detection of tardive dyskinesia is important, patients should be monitored on an ongoing ba- 
sis. It has been reported that fine vermicular movement of the tongue may be ar early sign of the syndrome 
If this or any other presentation of the syndrome is observed, the clinician should consider possible discor- 
tinuation of neuroleptic medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatese, usually transient, ha? 
been infrequently observed in some patients. No clinically confirmed cases of jaundice attributable to 
Navane have been reported. 

Hematologic Effects: As is true with certain other psychotropic drugs, leukopenia and leukocytosis, 
which are usually transient, can occur occasionally with Navane. Other antipsvchotic drugs have been as- 
sociated with agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia 

Allergic Reactions: Rash, pruritus, urticaria, regret and rare cases of anaphylaxis have been 
reported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with 
Navane, exfoliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines. 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrtea have occurred in a small 
percentage of females receiving Navane. If persistent, this may necessitate a reduction in dosage or the 
discontinuation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gy- 
necomastia, dag e. hyperglycemia, and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, in- 
creased salivation, and impotence have occurred infrequently with Navane therapy. Phenothiazines have 
been associated with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhaa, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine 
therapy and the occurrence of a systemic lupus erythematosus-like syndrome. 

Neuroleptic Malignant Syndrome (NMS): Please refer to the text regardiag NMS in the WARNINGS 
section. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothi- 
azine derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure 
of the cough reflex. In others, the cause could not be determined nor could it be established that death was 
due to phenothiazine administration. 

Dosage: Dosage of Navane should be individually adjusted depending on the caronicity and severity of the 
condition. See full prescribing information. 

Overdosage: For information on signs and symptoms, and treatment of overdosage, see full prescribing 
information 
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For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


SEPTEMBER 


September 2—6, 8th International Congress on Child Abuse 
and Neglect, Hamburg, Federal Republic of Germany. Con- 
tact Tom Levoid, Bundesarbeitsgemeinschaft der Kinder- 
schutzzentren e.v., Spichernstr. 55, 5000 Koln 1, Federal Re- 
public of Germany; 221-520-086. ` 


September 7—8, Long-Term Treatment of Affective Disor- 
ders: Review and Update, Ottawa. Contact Education Serv- 
ices, Royal Ottawa Hospital, 1145 Carling Avenue, Ottawa, 
Ontario, Canada, K1Z 7K4; 613-724-6525. 


September 9-11, 10th Annual Meeting, Canadian Academy 
of Child Psychiatry, Toronto. Contact Dr. J.H. Beitchman, 
c/o Clarke Institute of Psychiatry, 250 College Street, Tor- 
onto, Ontario MST 1R8, Canada; 416-979-6813. 


September 10-13, First International Congress on the Great 
Maritime Discoveries and World Health, Lisbon. Contact 
Comissao Organizadora do I Congresso Internacional sobre 
os Descobrimentos e a Saude, Escola Nacional de Saude Pub- 
lic, Av. Pardre Curz—1699 Lisboa, Codex, Portugal. 


September 10—15, 17th Congress of the Collegium Interna- 
tionale Neuro-Psychopharmacologicum, Kyoto, Japan. Con- 
tact 17th CINP Congress, c/o Simul International Inc., Kowa 
Building No. 9, 1-8-10, Kasaka, Minato-ku, Tokyo, Japan. 


September 11—13, International Conference on Multidisci- 
plinary Aspects of Terminal Care, Glasgow. Contact Prince 
and Princess of Wales Hospice, 73 Carlton Place, Glasgow 
G5 9TD, Scotland. 


September 11—14, 6th International Conference on Pheno- 
thiazines and Structurally Related Psychotropic Compounds, 
Pasadena, California. Contact Dr. Hendrik Keyzer, Chemis- 
try Department, California State University, 5151 State Uni- 
versity Drive, Los Ángeles, CA 90032; 213-343-2391. 


September 12—14, International Symposium on “Child Care 
in the Early Years: Research and Future Prospects," Lau- 
sanne. Contact Blaise Pierrehumbert, Ph.D., SUPEA Re- 
search Unit, 25A, Rue Du Bugnon, CH-1005 Lausanne, 
Switzerland. 


September 16—19, annual meeting, American College of 
Emergency Physicians, San Francisco. Contact Colin C. Ror- 
rie, Jr., Ph.D., Executive Director, P.O. Box 619911, Dallas, 
TX 75261-9911; 214-550-0911. 


September 20—21, 4th Leeds Psychopathology Symposium, 
“Delusions and Awareness of Reality," Leeds. Contact Mrs. . 
Hilary L. Helme, Department of Continued Professional Ed- 
ucation, The University, Leeds LS2 9JT, England; 0532 
333233. 


September 20—22, International Congress on Very Ultra Low 
Dosage, Bordeaux. Contact VULD Congress, Secretariat, 
Hematology Laboratory, Faculty of Pharmacy, 3 Place de la 
Victoire, 33076 Bordeaux, France. 


September 23—27, 2nd European Conference on Traumatic 
Stress, Noordwijkerhout, The Netherlands. Contact Mirjam 
Bossink, Conference Secretariat, c/o ICODO, P.O. Box 
13362, 35-7 LJ Utrecht, The Netherlands; 030-73 08 11. 


September 28—30, 8th Congress, International Society of 
Brain Imaging Techniques, Paris. Contact SITIM, L'Arbre 
Vert, 12 rue Saint-Julien-le-Pauvre, 75005 Paris, France; 1- 
46-34-51-56. 


September 30—October 4, annual meeting, American Public 
Health Association, New York. Contact William H. Mc- 
Beath, M.D., Executive Director, 1015 15th Street, N.W., 
Washington, DC 20005; 202-789-5600. 


OCTOBER 


October 1—7, Joint Meeting Between the American Psychi- 
atric Association and the German Society of Psychiatry and 
Nervous Diseases, Mainz, Mannheim, Heidelberg, Munich, 
and Bad Kissingen. Contact Ellen Mercer, Director, Office of 
International Affairs, American Psychiatric Association, 
1400 K Street, NW, Washington, DC 20005; 202-682-6286. 


October 3—6, annual meeting, American Academy for Cere- 
bral Palsy and Developmental Medicine, Orlando, Florida. 
Contact John A. Hinckley, Executive Director, P.O. Box 
11086, Richmond, VÀ 23230; 804-282-0036. 


October 3—7, annual meeting, Southern Psychiatric Associ- 
ation, Washington, DC. Contact Margo S. Adams, Executive 
Secretary, P.O. Box 10002, Tallahassee, FL 32302; 904-222- 
8404. 
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Please see package insert for full prescribing information 


Contraindications: 1) Concurrent use with a monoamine oxi- 
dase (MAO) inhibitor, since hyperpyretic crises, severe convul- 
sions, and fatalities have occurred when similar tricyclic 
antidepressants were used in such combinations; MAO inhibi- 
' lors should be discontinued for at least two weeks before 
treatment with Pamelor® (nortriptyline HCI) is started. 
2) Hypersensitivity to Pamelor® (nortriptyline HCI), cross- 
Sensitivity with other dibenzazepines is a possibility. 3) The 
acule recovery period after myocardial infarction. 
Warnings: Give only under close supervision to patients with 
cardiovascular disease, because of the tendency of the drug to 
produce sinus tachycardia and to prolong conduction time: 
myocardial infarction, arrhythmia, and strokes have occurred. 
The antihypertensive action of guanethidine and similar agents 
may be blocked. Because of its anticholinergic activity, nortrip- 
tyline should be used with great caution in patients who have 
glaucoma or a history of urinary retention. Patients with a his- 
tory of seizures should be followed closely, since nortriptyline is 
known to lower the convulsive threshold, Great care is required 
in hyperthyroid patients or those receiving thyroid medication, 
since cardiac arrhythmias may develop. Nortriptyline may im- 
pair the mental and/or physical abilities required for the per- 
formance of hazardous tasks, such as operating machinery or 
driving a car; therefore, the patient should be warned accord- 
ingly. Excessive consumption of alcohol may havea potentiating 
effect, which may lead to the danger of increased suicidal 
attempts or overdosage, especially in patients with histories 
of emotional disturbances or suicidal ideation. 
The concomitant administration of quinidine and nortriptyline 
may result in a significantly longer plasma half-life, higher 
A.U.C. and lower clearance of nortriptyline. 
Use in Pregnancy —Sate use during pregnancy and lactation has 
not been established; therefore, in pregnant patients, nursing 
mothers, or women of childbearing potential, the potential bene- 
fits must be weighed against the possible hazards. 
Use in Children—Not recommended for use in children, since 
Safety and effectiveness in the pediatric age group have not been 
established. 
Precautions: Use in schizophrenic patients may result in an 
exacerbation of the psychosis or may activate latent schizophren- 
ic symptoms; in overactive or agitated patients, increased anxi- 
ety and agitation may occur, in manic-depressive patients, 
symptoms of the manic phase may emerge. Administration of 
reserpine during therapy with a tricyclic antidepressant has been 
shown to produce a “stimulating” effect in some depressed pa- 
ients. Troublesome patient hostility may be aroused. Epilepti- 
orm seizures may accompany administration. Close 
supervision and careful adjustment of dosage are required when 
Ised with other anticholinergic drugs and sympathomimetic 
Irugs. Concurrent administration of cimetidine can produce 
‘linically significant increases in the plasma concentrations of 
he tricyclic antidepressant. Patients should be informed that the 
esponse to alcohol may be exaggerated. When essential, may 
e administered with electroconvulsive therapy, although the 
lazards may be increased. Discontinue the drug for several 
lays, if possible, prior to elective surgery. The possibility of a 
uicidal attempt by a depressed patient remains after the initia- 
on of treatment; in this regard, it is important that the least pos- 
ible quantity of drug be dispensed at any given time. Both 
levation and lowering of blood sugar levels have been reported. 
\case of significant hypoglycemia has been reported ina type II 
liabetic patient maintained on chlorpropamide (250 mg/day) 
fter the addition of nortriptyline (125 mg/day). 
idverse Reactions: Cardiovascular—Hypotension, hyper- 
insion, tachycardia, palpitation, myocardial infarction, arrhyth- 
lias, heart block, stroke. Psychiatric —Confusional states 
‘specially in the elderly) with hallucinations, disorientation, 
elusions; anxiety, restlessness, agitation; insomnia, panic, 
ightmares; hypomania; exacerbation of psychosis. Neurologic 
‘Numbness, tingling, paresthesias of extremities: incoordina- 
on, ataxia, tremors; peripheral neuropathy; extrapyramidal 
mptoms; seizures, alteration in EEG patterns: tinnitus. Anti- 
Yolinergic —Dry mouth and, rarely, associated sublingual ade- 
tis; blurred vision, disturbance of accommodation. mydriasis: 
onstipation, paralytic ileus; urinary retention, delayed micturi- 
n, dilation of the urinary tract. Allergic — Skin rash, petechiae, 
ticaria, itching. photosensitization (avoid excessive exposure 
sunlight); edema (general or of face and tongue). drug lever, 
OSS-Sensitivity with other tricyclic drugs. Hematologic — Bone 
arrow depression, including agranulocytosis; eosinophilia; 
Irpura; thrombocytopenia. Gastrointestinal —Nausea and 
miting, anorexia, epigastric distress, diarrhea. peculiar taste, 
matitis, abdominal cramps, black-tongue. Endocrine— 
mecomastia in the male, breast enlargement and galactorrhea 
the female; increased or decreased libido, impotence: testicu- 
swelling; elevation or depression of blood sugar levels; Syn- 
me of inappropriate ADH (antidiuretic hormone) secretion. 
her—Jaundice (simulating obstructive), altered liver function: 
ight gain or loss; perspiration; flushing: urinary frequency, 
Cturia; drowsiness, dizziness, weakness. fatigue; headache: 
rotid swelling, alopecia. Withdrawal Symptoms- Though 
se are not indicative of addiction, abrupt cessation of treat- 
int after prolonged therapy may produce nausea, headache. 
J malaise. 
erdosage: Toxic overdosage may result in contusion, rest- 
Sness, agitation, vomiting, hyperpyrexia, muscle rigidity, 
veractive reflexes, tachycardia, ECG evidence of impaired 
iduction, shock, congestive heart failure, stupor, coma, and 
S stimulation with convulsions followed by respiratory 
ession. Deaths have occurred with drugs of this class. No 
cific antidote is known; general supportive measures 
indicated, with gastric lavage. [PAM-219—9/1/89] 
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Productive Days... 
Resttul Nights and 
Pamelor nortriptyline HC] 








The Full-Time Antidepressant 


for patients whose symptoms include 
insomnia and anxiety 


gly 
PAMELOR 
(nortriptyline HCI) 


CAPSULES: 10 mg, 25 mg, 50 mg, and 75 mg; SOLUTION: 10 mg/5 mL and alcohol 4% 


The active metabolite of amitriptyline 
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With depression... 


In a clinical trial, XANAX was effective in reducing 
anxiety symptoms associated with moderate to severe 


that produce 


The usual starting dosage of XANAX is 0.25 to 


Patients taking XANAX should be alerted to 
0.5 mg tid. 


ssible additive CNS depressant effects when it is 
administered with other medications 


depression* 
CNS depression. 


po 


*Data on file. The Upjohn Company 
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For anxiety associated with 
depression 


Please see adjacent page for brief summary of prescribing information 
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XANAX* Tablets 
(alprazolam, Œ ) 


INDICATIONS AND USAGE 

Anxiety disorders. short-term relief of the symptoms of anxiety. and anxiety 
associated with depression. Anxiety or tension associated with the stress of 
evervday life usually does not require an anxiolytic. Effectiveness for more 
than four months has not been established: periodically reassess the use- 
fulness of the drug for the individual patient 

CONTRAINDICATIONS 

Sensitivity to XANAX or other benzodiazepines. and in acute narrow angle 
glaucoma 

WARNINGS 

XANAX is not of value in treating psychosis and should not be used in lieu 
of appropriate treatment. Patients receiving XANAX should be cautioned 
about hazardous occupations or activities requiring full alertness and also 
about simultaneous ingestion of alcohol or other CNS depressants 

Benzodiazepines can cause fetal harm in pregnant women. hence women 
who may become pregnant should be warned. Avoid during the first tri- 
mester Withdrawal seizures have been reported upon rapid dose reduction 
or abrupt discontinuation. thus reduce dose gradually. (See Drug Abuse and 
Dependence and Dosage and Administration | 
PRECAUTIONS 
General: |f XANAX is combined with other psychotropics or anticonvulsants 
consider drug potentiation (See Drug Interactions ) Use the usual precautions 
in patients with renal or hepatic impairment and regarding prescription size 
in depressed and suicidal patients. In elderly and debilitated patients, use 
the lowest possible dose.(See Dosage and Administration.) Hypomania 
and mania has been reported in depressed patients 

Information for Patients: Alert patients about (a) consumption of alcohol 
and drugs (b) possible fetal abnormalities (c) operating machinery or driving, 
id) not increasing dose of the drug due to risk of dependence. (e) not 
stopping the drug abruptly. Laboratory Tests: Not ordinarily required in other- 
wise healthy patients. Drug Interactions: Additive CNS depressant effects with 
other psychotropics. anticonvulsants. antihistamines, ethanol and other CNS 
depressants. Plasma levels of imipramine and desipramine are increased. 
Pha-macokinetic interactions with other drugs have been reported. Cimetidine 
can delay clearance of benzodiazepines. Drug/Laboratory Test Interactions NO 
consistent pattern for a drug or test Carcinogenesis. Mutagenesis, Impairment of 
Fertility: No carcinogenic potential or impairment of fertility in rats. Pregnancy: 
See Warnings. Nonteratogenic Effects: The child born of a mother on benzo- 
diazepines may be at some risk for withdrawal symptoms. neonatal flaccidity 
and respiratory problems. Labor and Delivery. No established use. Nursing 
Mot4ers: Benzodiazepines are excreted in human milk. Women on XANAX 
should not nurse. Pediatric Use: Safety and effectiveness in children below 
the age of 18 have not been established 
ADVERSE REACTIONS 
Side effects are generally observed at the beginning of therapy and usually 
disappear with continued medication. In the usual patient. the most frequent 
side effects are likely to be an extension of the pharmacologic activity of 
XANAX. e.g.. drowsiness or lightheadedness 

Central nervous system: Drowsiness, lightheadedness. depression, headache. 
confusion. insomnia. nervousness. syncope. dizziness. akathisia, and tired- 
ness/sleepiness. Gastrointestinal. Dry mouth, constipation. diarrhea. nausea/ 
vomiting and increased salivation. Cardiovascular Tachycardia/palpitations. 
anc hypotension. Sensory: Blurred vision. Musculoskeletal: Rigidity and tremor 
Cutaneous: Dermatitis/allergy. Other side effects: Nasal congestion. weight gain. 
anc weight loss 

Withdrawal seizures with rapid decrease or abrupt discontinuation. (See 
Warnings.) 

The following adverse events have been reported with benzodiazepines 
dystonia. irritability. concentration difficulties. anorexia. transient amnesia or 
memory impairment, loss of coordination. fatigue. seizures. sedation. slurred 
zx ech jaundice, musculoskeletal weakness. pruritus. diplopia dysarthria 
chenges in libido menstrual irregularities. incontinence. and urinary retention 

Paradoxical reactions such as stimulation. agitation. rage. increased muscle 
spe sticity. sleep disturbances. and hallucinations may occur Should these 
occur discontinue the drug 

During prolonged treatment. periodic blood counts. urinalysis and blood 
chemistry analysis are advisable. Minor EEG changes. of unknown signifi- 
cance. have been observed 

Liver enzyme elevations. gynecomastia and galactorrhea have been re- 
potted but no causal relationship was established 
DRUG ABUSE AND DEPENDENCE 
Physical and Psychological Dependence: Withdrawal symptoms including seizures 
have occurred following abrupt discontinuance or rapid dose reduction of 
beazodiazepines.(See Warnings.) Dosage should be gradually tapered under 
clcse supervision. Patients with a history of seizures or epilepsy should not 
be abruptly withdrawn from XANAX. Addiction-prone individuals should be 
under careful surveillance. Controlled Substance Class: XANAX is a controlled 
substance and has been assigned to schedule IV 
OVERDOSAGE 
Manifestations include somnolence, confusion. impaired coordination. 
diminished reflexes and coma. No delayed reactions have been reported 
DOSAGE AND ADMINISTRATION 
Dosage should be individualized. 

The usual starting dose is 0.25 to 0.5 mg.ti d. Maximum total daily dose is 4 
mg. In the elderly or debilitated, the usual starting dose is 0.25 mg. two or 
three times daily. Reduce dosage gradually when terminating therapy. by 
nc more than 0.5 mg every three days. 

HOW SUPPLIED 
XANAX Tablets are available as 0.25 mg, 0.5 mg. and | mg tablets 
CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT 
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INTRODUCING 


A BEACON OF 


HOPE 


FOR THOUSANDS 
OF PROBLEM SCHIZOPHRENIC 
PATIENTS 
AND THEIR PSYCHIATRISTS 





CLOZARIL. 


clozapine 


UPERIOR 
ANTIPSYCHOTIC 
EFFICACY 
THAT 
GIVES HOPE 
FOR 
A 
NEW 
Adele 









e an a six-week controlled study in severely 
$ ill (“problem”) schizophrenic patients 
who failed to respond adequately to 
treatment with appropriate courses of 
standard antipsychotic drugs: 


B CLOZARIL (clozapine) succeeded after 
standard antipsychotics, including 
haloperidol, failed 


E ae LIhuty percent of CLOZARIL patients experi- 
: ^n -enced dramatic global improvement in only 
si «weeks (as determined by the study's 
igorous efficacy criteria) vs only 4% of 
NS tents receiving chlorpromazine 
| @ Efficacy in both positive and negative 
symptomatology 




























HOPE CONTINUES WITH A VIRTUAL 
ABSENCE OF CERTAIN ACUTE 
EXTRAPYRAMIDAL SYMPTOMS 


M CLOZARIL’ (clozapine) is indicated for patients 
intolerant of standard antipsychotics 


m No confirmed cases of tardive dyskinesia 
in over 15 years’ worldwide experience 


m Side effects that have been reported 
include: agranulocytosis ( 1 —296), transient 
sedation (3976), hypersalivation (31 96), 
tachycardia (2576), constipation (14%), 
hypotension (976), hypertension (4% ) and 
weight gain (496)' 

m CLOZARIL use is associated with a 
substantial risk of seizure, an apparently 
dose-dependent reaction affecting 
1—2% of patients at low doses (below 
300 mg/day), 3—4% at moderate doses, — 
and 5% at high doses (600—900 mg/day) 


HOPE IS MAINTAINED THROUGH A 
MANDATORY WBC MONITORING 
SYSTEM WHICH HELPS MANAGE 
THE RISK OF AGRANULOCYTOSIS 


BM Agranulocytosis, a potentially fatal disorder, 
occurs in 1—2% of patients 


B The Clozaril Patient Management System™ 
(CPMS*") was created as an efficient means 
to detect developing agranulocytosis 


m This structured weekly monitoring and drug 


delivery system helps to protect the patient 
and to support the physician 





Ta ee 4 


(clozap 7 ne) 
25 mg and 100 mg tablets 


CLOZARIL therapy is available only through 
the Clozaril Patient Management System. 
Call 1-800-237-CPMS (2767) or mail in a 
completed CPMS patient enrollment form to 
prescribe CLOZARIL (clozapine). Contact your 
Sandoz Mental Health Sales Representative 
for general information on CLOZARIL (ciozapine) 
, and the Clozaril Patient Management System. 


"In a double-blind study of CLOZARIL (clozapine) versus chlorpromazine» 
encompassing 268 patients, all of whom had first failed on at least 
three standard antipsychotics over a five-year period and then 
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(clozapine) 
25 mg and 100 mg tablets 


SANDOZPHARMACEUTICALS 
Corporation, E. Hanover, NJ 07936 (201) 503-7500 


Please see brief summary of prescribing information following this 
advertisement. Printed in U.S.A. 3/90 CLO-0390-02 
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(clozapine) 
TABLETS 


CAUTION: Federal law prohibits dispensing without a prescription. 


CONTRAINDICATIONS 

, CLOZARIL Is contraindicated in patients with mysloprofferative disorders, or a history of 
CLOZARIL-Induced agranulocytosis or severe granulocytopenta. CLOZARIL should not be used s!- 
multaneousty with other agents having a wai-known potential to suppress bone marrow function. As 
with more typical antipsychotic drugs, CLOZARIL ts contralndicated in severe central nervous system 
depression or comatose states from any causa. 


WARNINGS 
General 

BECAUSE OF THE SIGNIFICANT RISK OF AGRANULOCYTOSIS, A POTENTIALLY LIFE-THREATEN- 
ING ADVERSE EVENT (SEE BELOW), CLOZARIL SHOULD BE RESERVED FOR USE IN THE 
TREATMENT OF SEVERELY ILL SCHIZOPHRENIC PATIENTS WHO FAIL TO SHOW AN ACCEPTABLE 
RESPONSE TO ADEQUATE COURSES OF STANDARD ANTIPSYCHOTIC DRUG TREATMENT, EITHER 
BECAUSE OF INSUFFICIENT EFFECTIVENESS OR THE INABILITY TO ACHIEVE AN EFFECTIVE DOSE 
DUE TO INTOLERABLE ADVERSE EFFECTS FROM THOSE DRUGS. CONSEQUENTLY, BEFORE 
INITIATING TREATMENT WITH CLOZARIL, IT I8 STRONGLY RECOMMENDED THAT A PATIENT BE 
GIVEN AT LEAST TWO TRIALS, EACH WITH À DIFFERENT STANDARD ANTIPSYCHOTIC DRUG 
PRODUCT, AT AN ADEQUATE DOSE AND FOR AN ADEQUATE DURATION. 

PATIENTS WHO ARE BEING TREATED WITH CLOZARIL MUST HAVE À BASELINE WHITE BLOOD 
CELL (WBC) AND DIFFERENTIAL COUNT BEFORE INITIATION OF TREATMENT, AND A WBC COUNT 
EVERY WEEK THROUGHOUT TREATMENT, AND FOR FOUR WEEKS AFTER THE DISCONTINUATION 
OF CLOZARIL. 

CLOZARIL i$ AVAILABLE ONLY THROUGH THE CLOZARIL PATIENT MANAGEMENT SYSTEM 
(CPRS™). 


Agranulocytozis 

Agranalocytosia, defined as a granuiooyis count (potys + bands) of lass than 500 per 
mn, has been estimated to occur in association with CLOZARJL esa at a owmulative 
incidence at one year of approximately 1.3%, basad on the occurrence of 15 U.S. cases out of 
1743 patients exposed to CLOZARIL during tts clinics! testing prior to domestic marketing. 
All of these cases occurred at a time when the nesd for closs monitoring of WBC counts was 
already recognized. This reaction could prove fatal H not detected early sad therapy 
interrupted. While no fatalities have been associated with the U.S. agranulocytosis cases, 
and ali cases have recovered fully, the U.8. sampte is too small to reliably estimate the case 
fatality rata. Of tha 112 cases of agranulocytosis reported workiwida in association with 
CLOZARIL use as of December 31, 1988, 36% were fatal. However, few of these deaths 
occurred since 1977, at which time the knowledge of CLOZARIL-Induced agranulocytosis 
became mors widespread, and closs monitoring of WBC counts mors widely practiced. 
Nevertheless, it is unknown at present what the case fatality rate will be for CLOZARIL- 
tadeced agranulocytosis, despite strict adherence to the recommendation for weekly 
monitoring of WBC counts. 

Treatment should not be Inftlated tf the WBC count bs less than 3800 per mm’, or H the 
patient has a history of a mysloproliferative disorder, or previous CLOZARIL-Inducsd 
agranalocytosis or granutocytopenta. Patients shoukd be advised to report immediately the 
appearances of lethargy, weakness, fever, sore throat or any other signs of Infection, H, aftar 
the Initiation of treatment, the total WBC soum bas dropped below 3300 per mm’ or it tres 
dropped by a sabstential amount from baseline, even |f the count hs above 3500 per mo’, or 
if immature forms are present, a repeat WBC count and a differential count should be done. 
H subsequent WBC counts and the differential count reveal a total WBC count between 3000 
and 3500 per mm aad a granniocyts eount above 1500 per mm’, twica weakly WBE counts 
and differential counts ehould be performed. 

H the tota! WBC count fails below 3000 per mm? ar the granuloeyte count below 1500 per 
mm’, CLOZARIL therapy should be interrupted and patients sbonld be carefalty monitored for 
ftu-IIke symptoms or other symptoms suggestive of Infection. CLOZARIL therapy may be 
resumed H no symptoms of infection develop, and If the total WBC count retornos tp levels 
above 3000 per mor’ and the granulocyte oount returns to levels above 1500 per mm’. 
However, in this evant, twice-weekly WBC counts and differential counts should continue 
until total WAC counts return to levels above 3508 per mm’. 

If the total WEC count falls below 2000 per mm? or the granulosyte court falis below 
1006 par mm’, bone marrow aspiration should be considered to ascertain granulopoletic 
states. Protective isolation with olose observation may be indicated If granulopolesis [s 
determined to be deficient. Should svideace of infection develop, the patient should have 
appropriate caltures performed and an appropriate antiblotie regimen instituted, 

Patients whose total WBC cocrts fal! below 2000 per mm”, or granulcoyte counts below 
1000 per mm during CLOZARIL therapy should nof be re-challenged with CLOZARIL. 
Patients discontinsed from CLOZARIL therapy due to signiticant WBC suppression havs been 
found to develop agreauioeytosis apon re-chalienga, often with a shorter latency on re- 
exposure. To reduce the chanoss of re-challenge ocomting in patients who have 
experienced significent bane marrow suppression during CLOZARIL therapy, a singis, š 
nationa) master file will be malntalned confidentiaily within the CPMS (Clozaril Patient Man- 
agement System). 

Except for evidence of significant bone marrow suppression during Initial CLOZARIL 
therapy, there are no establighed riek factors, based on worldwide experience, for the 
development of apranuiocytosis in association with CLOZARIL use. However, a dispropor- 
tlonste number of the U.8, cases of agranulocytosis occurred [n patients of Jewish 
background compared to the overall proportion of such patients exposed during the domestic 
development of CLOZARIL, Most of the L.S. cases occurred within 4-18 weeks of exposure, 
but nsfther dose nor duration bs » reliable predictor of this problem. No patient 
characteristics have been cleariy linked to tha development of agranuiocytosie In sesocistion 
with CLOZARIL oss, but sgranclooytosis associated with other antipsychotic drugs has been 
reported to cocur with a greater frequency in women, the sideriy and in patients who are 
cachectlo or have serfous undertylng medical I[iness; such patients may also be at particular 
tisk with CLOZARIL. 

To reduce the risk of agraoulocytosis developing undetected, CLOZARIL will be 
dispensed only within the Clozari! Patient Management System. 





Selzures 

Sekrnre ims bean estimated io occur in association with CLOZARIL use at s cumulative 
Incidence at one yaar of approximately 5%, based on the occurrence of one or mora seizires 
in 81 of 1743 patients exposed to CLOZARIL during its clinical testing prior to domestic 
marketing (1.8., a crude rate of 3.5%). Dose appears to be an Important predictor of selzure, 
with a greater liksi [hood of seizure at tho higher CLOZARIL doses used. 


Caution should be osed in administering CLOZARIL to patients having a history of seizures 
or other predisposing factors. Because of the substantial risk of setzure associated with 
CLOZARIL use, patients shouid be advised not to engage in any activity where sudden isss of 
consciogsness could cause serious risk to themselves or others, e.g., the operation of 
complex machiner;, driving an automobile, swimming, climbing, ste. 





Adverse Cardiovascalar Effects 

Orthastatic hypotension can occur with CLOZARIL treatment, especlalty during initlal titretlon In 
assoctaticn with rapid dose escalation, and may represent a continuing risk in some patients. 
Tachycardia, which may be sustained, has also been observed in approximately 25% of patients 
taking CLOZARIL, with patients having an average Increase In pulse rate of 10-15 bpm. The 
sustained tachycardia is not simply a reflex response to hypotension, and is present in aij positions 
monitored. Etther tachycardia or hypotension may pose a serious risk for an Individual with 
compromised cardiovascular function. A minority of CLOZARIL-treated patlants experience ECG 
repolarization changes similar to those seen with other antipsychotic drugs, including S-T segment 
depression and flattening or Inversion of T waves, which all normalize after discontinuation of 
CLOZARIL. The cilnical significance of these changes is unclear, However, in clinical trials with 
CLOZARIL, several paderts experienced significant cardiac events, Including Ischemie changes, 

lal infarction, nonfatal! arrhythmias and sudden unexplained death. Causality assessment 

was difficult in many of these cases because of sarfous preexisting cardiac dissase and plausible 
alternative causes, Rare instances of sudden, unexplainad death have been reported in psychiatric 
patients, with or without associated antipsychotic drug treatment, and the relationship of these 
events to antipsychotic drug use is unknown. CLOZARIL should be used with caution in patients with 
known cardiovascular dissase, and the recommendation for gradual titration of dase shouid be 
carefully abserved. 


Houroleptic Malignant Syndrome 

A potentialty fatal symptom complex sometimes referred to as Neurolepttc Malignant Syndroms 
(NMS) has been reported in association with antipsychotic drugs. Clinical manifestations of NMS are 
hyperpyrexia, muscle rigidity, altered mental status and evidence of autonomic InstabAlty (Irregular 
pulse or blood pressure, tachycardia, diaphoresis, and cardiac dyserhythmias). No cases of NMS have 
bean attributed to CLOZARIL alone. However, there have been several reported cases of NMS In 
patients trsated concomitantly with Uthium or other CNS-active agents, 


Tardive Dyskinesla 

A syndrome consisting of potentially irreversible, Involuntary, dyskinetic movements may develop 
In patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears to be 
highest among the elderty, sspectally siderty women, it fs Impossible to rely upon prevalence 
estimates to predict, a: the inception of treatment, which patients are fikely to develop the syndrome. 

There are several reasons for predicting that GLOZARIL may be different from other antipsychotic 
drugs in its potential‘for Inducing tardive dyskinesia, Including the preciinical finding that it hes a 
relatively weak dopamine blocking effect and the clinical finding of a virtual absence of cartaln acute 
extrapyramidzi symptoms, &.g., dystonia. in addition, there have bean no confirmed cases of tardive 
dyskines!a developing In association with CLOZARIL use. Nevertheless, It cannot yet ba conc.uded, 
without more extended experiance, that CLOZARIL is incapable of Inducing this syndrome. 


PRECAUTIONS : 

Because of the significant risk of agranulocytosis and seizure, both of which present a continuing 
risk over tima, the extended treatment of patients falling to show an acceptable level of clinical 
response should ordinarily be avoided. in addition, the need for continuing treatment in patients 
exhibiting 3eneficia! clinical responses should be pertodically re-evaluated. During CLOZARIL 
therapy, patients may experience translent temperature elevations above 100.4°F (38°C), with the 
peak incidence within the first three weeks of treatment While this fever Is generally benign end sett- 
limiting, It may necessitate discontinuing patents from treatment. On occasion, there may be an 
associated increase or decrease in WBC count. Patients with fever should be carefully evaluated to 
rule out the possibility of an undertying Infectious process or the development of agranulocytosis. in 
the presence of high fever, the possiblity of neuroleptic malignant syndrome (NMS) must bs 
considered, CLOZARIL has very potent anticholinergic effacts, and great care should ba exercised In 
uting this drug In the presence of prostatic enlargement or narrow angle glaucoma. Because of 
initial sedation, CLOZARIL may impair mental and/or physical abilities, especiaity during the first few 
days of therapy. The recommendations for gradual dose escalation should be carefully adhered to, 
and patieris cautioned about activities requiring alertness. Clinical experience with CLOZARIL in 
patients with concomitant systemic dissaset is limited. Nevertheless, caution Is advisable In using 
CLOZARIL in patients wth hepatic, rena! or cardiac disease. 


Information tor Patlents 

Patients who are to receive CLOZARIL should be warmed about the significant risk of developing 
agranutocytosis. They should be Informed that weekly blood tests are required to monitor for the 
occurrence of agranulocytosis, and that CLOZARIL tablets wi! be made available only through a 
special program designed to ensure the required blood monitoring. Patients should be advised to 
report Immedlatety the appearance of lethargy, weakness, fever, sore throat, malaise, mucous 
membrane ulceration or other possible signs of infection. Particular attention should be paid to any 
flu-like complaints or other symptoms that might suggest Infection. Patients should be Informed of 
the significant risk of seizure during CLOZARIL treatment, and they should be advised to avoid 
driving and any other potentially hazardous activity while taking CLOZARIL. Patients should be 
advised of the risk of orthostatic hypotension, espectalty during the pertod of Initia! dose titration. 
Pailents should notify tiair physician if they are taking, or plan to take, any prescription or over-the- 
counter drugs or alcohol, Patients should notify thelr physician H they become pregnant or iniemd to 
become pregnant during therapy. Pationts should not breast feed an infant If thay are taking 
CLOZARIL, 
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(clozapine) 
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Drug Interactions 

The risks of using CLOZARIL in combination with other drugs have not been systematically 
evaluated. The mechanism of CLOZARIL-induced agranulocytosis is unknown, nonetheless, the 
possibility that causative factors may interact synergistically to increase the risk and/or severity of 
bone marrow suppression warrants consideration. Therefore, CLOZARIL should not be used with 
other agents having a well-known potential to suppress bone marrow function. Given the primary 
CNS effects of CLOZARIL, caution is advised in using it concomitantly with other CNS-active drugs. 
Because CLOZARIL is highly bound to serum protein, the administration of CLOZARIL to a patient 
taking another drug which is highly bound to protein (e.g., warfarin, digoxin) may cause an increase 
in plasma concentrations of these drugs, potentially resulting in adverse effects. Conversely, adverse 
effects may result from displacement of protein-bound CLOZARIL by other highly bound drugs. 


CLOZARIL may also potentiate the hypotensive effects of antihypertensive drugs and the 
anticholinergic effects of atropine-type drugs. The administration of epinephrine should be 
avoided in the treatment of drug-induced hypotension because of a possible reverse epinephrine 
effect. 


Pregnancy Category B 

There are no adequate and well-controlled studies in pregnant women. Because animal 
reproduction studies are not always predictive of human response, and in view of the desirability of 
keeping the administration of all drugs to a minimum during pregnancy, this drug should be used 
only if clearly needed. 


ADVERSE REACTIONS 

Adverse events observed in association with the use of CLOZARIL in clinical trials at an incidence 
of 5% or greater were: central nervous system complaints, including drowsiness/sedation, dizziness/ 
vertigo, headache and tremor; autonomic nervous system complaints, including salivation, sweating, 
dry mouth and visual disturbances; cardiovascular findings, including tachycardia, hypotension and 
syncope; and gastrointestinal complaints, including constipation and nausea; and fever. Complaints 
of drowsiness/sedation tend to subside with continued therapy or dose reduction. Salivation may be 
protuse, especially during sleep, but may be diminished with dose reduction. 


DOSAGE AND ADMINISTRATION 
Initial Treatment 

It is recommended that treatment with CLOZARIL begin at 25 mg once or twice daily, and then be 
continued with daily dosage increments of 25 to 50 mg/day, if well-tolerated, to achieve a target dose 
of 300 to 450 mg/day by the end of two weeks. Subsequent dosage increments should be made no 
more than once- or twice-weekly, in increments not to exceed 100 mg. Cautious titration and a 
divided dosage schedule are necessary to minimize the risks of hypotension, seizure, and sedation. 


Therapeutic Dose Adjustment 

Daily dosing should continue on a divided basis as an effective and tolerable dose level is sought. 
While many patients may respond adequately at doses between 300-600 mg/day, it may be 
necessary to raise the dose to the 600-900 mg/day range to obtain an acceptable response. (Note: 
In the multicenter study providing the primary support for the superiority of CLOZARIL in treatment 
resistant patients, the mean and median CLOZARIL doses were both approximately 600 mg/day. |] 

Because of the possibility of increased adverse reactions at higher doses, particularly seizures, 
patients should ordinarily be given adequate time to respond to a given dose level before escalation 
to a higher dose is contemplated. 

Dosing should not exceed 900 mg/day. 
Discontinuation of Treatment 

n the event of planned termination of CLOZARIL therapy, gradual reduction in dose is 

recommended over a 1 to 2 week period. However, should a patient's medical condition require 
abrupt discontinuation (e.g., leukopenia), the patient should be carefully observed for the recurrence 
of psychotic symptoms. 

CLOZARIL is available only through the Clozaril Patient Management System, a program that 
combines white blood cell testing, patient monitoring, pharmacy, and drug distribution services, 
all linked to compliance with required safety monitoring. 


To prescribe CLOZARIL call 1-800-237-CPMS (2767) or mail in a completed CPMS Enrollment 
Form. 
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SR/JR FEATURES INCLUDE: 


e Continuous reading of energy in Joules 

e Tiltable Liquid Crystal Display 

e Bi-polar brief pulsa stimulus 

* Adjustable constant current stimulus 

e Audible warning prior to treatment 

e Remote control capabilities 

e 100% expected seizure induction 

* Totally isolated for maximum safety 

* Single or multiple energy control(s) 

* All parameters displayed in text form 

e Increased energy for difficult cases 

* Built-in self test fcr patient safety 

* Steady warning tcne during treatment 

e Protected STIMULUS CONTROL push button 
e Timing accuracy better than . 194 

e 1 year parts and labor warranty 

e Operates on 120 cr 240 VAC 
e Complete with all accessories 






PRINTED SELF TEST SR-2 
AND TREATMENT RESULTS lta 








ADDITIONAL FEATURES INCLUDED 
WITH ALL SR MODELS ARE: 


e EEG instrumentation amplifier POF F mund 
* Built-in 2 channel digital chart recorder ——— E — —( 

* Numeric timing marks during monitoring 
* Printed record of energy level 






* Printed date and time of treatment E 

e ECG instrumentation amplifier 

e Selectable single or dual channel 

* Printed record of treatment and self test SIMPL ICITY 


e Printed record of stimulus parameters 
* Modular design for maximum flexibility 




















MECTA Corporation — 70:5 Sw McEwan Road Lake Oswego, OR 97034 (503) 245-6975 


Minority Research Training 
in Psychiatry 






The American Psychiatric. Association (APA) is 
pleased to announce the funding of the Program for 
Minority Research Training in Psychiatry by the National 
Institute of Mental Health (NIMH). This program will 
sponsor training of minority medical students, psychiatric 
residents, and fellows who are interested in research by 
providing advice, placement assistance, stipends, travel, 
and other expenses. 


For further information about the Program for Minority 
Research Training in Psychiatry, call or write Harold 
Alan Pincus, M.D., or Jeanne Spurlock, M.D., at the 
American Psychiatric Association, 1400 K Street, 
N.W., Washington, D.C. 20005; Telephone 202-682- 
6238; or FAX 202-682-6114. 


Improvement that depressed patients 
can Wake up and notice... 





W Better da yS 
start with 
better nights 


E Up to 97% of depressed patients experience 
some kind of sleep disturbance, and often 
it may be the presenting sign: 






E Sleep disturbances respond particularly well 
to once-a-day Sinequan* (doxepin HCI)... 
as it works to relieve underlying depression 
and anxiety?? 


The possibility of drug interaction should be considered if the patient 
is receiving other drugs concomitantly. 





Antidepressant 
effectiveness with the 
nighttime advantage 
(doxepin HCD ase. 
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Are Your Patients 
Being Lured Away? 


A! new hospitals and HMO’s 
continue to open, the financial 
stability of your hospitals may be 
threatened. Are the quality and type 
of services being offered in your 
psychiatric unit top-notch? How can 
those services be improved so you 
don’t lose patients to the competi- 
tion down the street? 


he APA’s Consultation Ser- 

vices has been in the business 
of helping hospitals and other 
psychiatric programs improve 
patient care for almost 50 years. We 
send experienced consultants to in- 
quire, mediate, and recommend 
solutions to improve your specific 
situation. We know how to work 
with the administrators, medical 
staff, and other members of the 
hospital community. For more in- 
formation, call (202) 682-6203 or 
write APA’s Consultation Service 
1400 K Street, NW, Washington, 
DC 20005. 


APA’s 
CONSULTATION 


SERVICES 
Offering professional guidance and 


expertise to all mental health 
organizations. 
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The Challenge of Euthanasia: An Annotated Bibliography on Eu- 
thanasia and Related Subjects, by Don V. Bailey. Lanham, Md., 
University Press of America, 1990, 393 pp., $47.50. 

Psychotropic Drugs of Abuse: International Encyclopedia of Phar- 
macology and Therapeutics, section 130, edited by D.J.K. Bal- 
four. Oxford, Pergamon Press, 1990, 481 pp., $115.00. 

Encountering the Monster: Pathways in Children’s Dreams, by De- 
nyse Beaudet. New York, Continuum, 1990, 153 pp., $17.95. 

Principles and Practice of Forensic Psychiatry, edited by Rober: Blu- 
glass, M.D., F.R.C.Psych., D.P.M., and Paul Bowden, M.Phil., 
M.R.C.P., F.R.C.Psych. New York, Churchill Livingstone, 1990, 
1,405 pp., $306.00. 

Development and Use of the MMPI-2 Content Scales, by James N. 
Butcher, John R. Graham, Carolyn L. Williams, and Jossef S. 
Ben-Porath. Minneapolis, University of Minnesota Press, 1990, 
203 pp., $19.95. 

Don't Blame Mother: Mending the Mother-Daughter Relationship 
(1989), by Paula J. Caplan, Ph.D. New York, Perennial Library 
(Harper & Row), 1990, 248 pp., $9.95 (paper). 

Flow: The Psychology of Optimal Experience, by Mihaly Csikszent- 
mihalyi. New York, Harper & Row, 1990, 303 pp., $19.95. 

Memoria del II Congreso Nacional de Psicología de la Salud, vol. 1, 
by the Republic of Cuba Ministry of Public Health, Psychiatric 
Hospital of Havana. Havana, Editorial Cientifico- Technica, 1985, 
387 pp., no price listed (paper). 

Memoria del II Congreso Nacional de Psicología de la Salud, vol. 2, 
by the Republic of Cuba Ministry of Public Health, Psychiatric 
Hospital of Havana. Havana, Editorial Cientifico- Technica, 1985, 
497 pp., no price listed (paper). 

Memoria del II Congreso Nacional de Psicología de la Salud, vol. 3, 
by the Republic of Cuba Ministry of Public Health, Psychiatric 
Hospital of Havana. Havana, Editorial Cientifico- Technica, 1985, 
310 pp., no price listed (paper). 

Murder: An Analysis of Its Forms, Conditions, and Causes, by Ger- 
hard Falk with the assistance of Clifford Falk. Jefferson, N.C., 
McFarland & Co., 1990, 271 pp., $29.50. 

The Dream Game (1974), by Ann Faraday, Ph.D. New York, 
Harper Paperbacks (Harper & Row), 1990, 374 pp., $5.95 (pa- 
per). 

The History of Psychoanalysis, new expanded ed., by Reuben Fine. 
New York, Continuum, 1990, 731 pp., $24.95 (paper). 

Biological Markers in Dementia of Alzheimer Type: Proceedings of 
the Stiftelsen Gamla Tjánarinnor Symposium on Aging and Aging 
Disorders 1, edited by Christopher J. Fowler, Lars A. Carlson, 
Carl-Gerhard Gottfies, and Bengt Winblad. London, Smith-Gor- 
don and Co., 1990, 223 pp., £28 (paper). 

Bodylove: Learning to Like Our Looks—and Ourselves (1988), by 
Rita Freeman, Ph.D. New York, Perennial Library (Harper & 
Row), 1990, 242 pp., $8.95 (paper). 


The Chains of Psychological Slavery: The Mental Illness of Racism, 


by Willie T. Hamlin, M.D. Silver Spring, Md., Willie T. Hamlin, 
1979, 43 pp., $9.95 (paper). 

Reaching the Affect: Style in the Psychodynamic Therapies, by 
Emanuel Hammer, Ph.D. Northvale, N.J., Jason Aronson, 1990, 
205 pp., $25.00. 

Progress in Behavior Modification, vol. 25, edited by Michel Hersen, 
Richard M. Eisler, and Peter M. Miller. Newbury Park, Calif., 
Sage Publications, 1990, 215 pp., $45.00. 

jung, Jungians, and Homosexuality, by Robert H. Hopcke. Boston, 
Shambhala (New York, Random House, distributor), 1989, 202 
pp., $19.95. 


Practice Made Perfect: The Physician's Guide to Communication 
and Marketing, by Edna Kaplan. Boston, Barrington Press, 1990, 
245 pp., $39.95. 

On Becoming a Counselor: A Basic Guide for Nonprofessional 
Counselors, new expanded ed., by Eugene Kennedy and Sara C. 
Charles, M.D. New York, Continuum, 1990, 415 pp., $27.95; 
$15.95 (paper). 

Newton's Madness: Further Tales of Clinical Neurology, by Harold 
L. Klawans, M.D. New York, Harper & Row, 1990, 218 pp., 
$17.95. 

Subversive Thoughts, Authentic Passions: Finding Love Without 
Losing Your Self, by Bonnie Kreps. San Francisco, Harper & 
Row, 1990, 227 pp., $17.95. 

Through Divided Minds: Probing the Mysteries of Multiple Person- 
alities. A Doctor's Story (1989), by Dr. Robert Mayer. New York, 
Avon Books, 1990, 294 pp., $8.95 (paper). 

Experiences of Counselling in Action, edited by Dave Mearns and 
Windy Dryden. Newbury Park, Calif., Sage Publications, 1990, 
143 pp., $35.00; $14.95 (paper). 

Paying for Services: Promises and Pitfalls of Capitation. New Direc- 
tions for Mental Health Services, number 43, fall 1989, edited by 
David Mechanic and Linda H. Aiken; H. Richard Lamb, editor- 
in-chief. San Francisco, Jossey-Bass, 1989, 115 pp., $14.95 (pa- 
per). 

Human Behaviour: Guidelines for Health Professionals, by Eleanor 
S. Nash, F.R.C.P.E., F.F.Psych.(S.A.), D.P.M., M. Belle Stoch, 
B.Sc.(Hons.), Ph.D., M.D., and Glynis D. Harper, B.A.(Hons), 
M.Sc., À.F.B.Ps.S. Wetton, Republic of South Africa, Juta & Co., 
1990, 606 pp., no price listed (paper). 

Intrapsychic Humanism: An Introduction to a Comprehensive Psy- 
chology and Philosophy of Mind, by Martha Heineman Pieper 
and William Joseph Pieper. Chicago, Falcon II Press, 1990, 390 
pp., $47.50. 

Anxiety and Stress Management, by Trevor J. Powell and Simon J. 
Enright. New York, Routledge, 1990, 190 pp., $17.95 (paper). 
AIDS and Persons With Developmental Disabilities: The Legal Per- 
spective, by Sharon Rennert, John Parry, and Robert Horowitz. 
Washington, D.C., American Bar Association Commission on the 
Mentally Disabled and Center on Children and the Law, a Pro- 
gram of the Young Lawyers Division, 1989, 109 pp., $18.00 (pa- 

per). 

Encountering Freud: The Politics and Histories of Psychoanalysis, 
by Paul Roazen. New Brunswick, N.J., Transaction Publishers, 
1990, 337 pp., $34.95. 

Governing the Soul: The Shaping of the Private Self, by Nikolas 
Rose. New York, Routledge, 1990, 293 pp., $25.00. 

The Disturbed Subject: Epistemological and Ethical Implications of 
Reactivity in Videotape Research, by Jeffrey Roth. New York, 
Peter Lang, 1990, 120 pp., $30.50. 

Anti-Semitism: A Disease of the Mind. A Psychiatrist Explores the 
Psychodynamics of a Symbol Sickness, by Theodore Isaac Rubin, 
M.D. New York, Continuum, 1990, 146 pp., $14.95. 

Turning Points in Analytic Therapy: The Classic Cases, by Gerald 
Schoenewolf, Ph.D. Northvale, N.J., Jason Aronson, 1990, 231 
pp. $30.00. 

An Applied Study on Computerized Adaptive Testing, by Wouter 
Schoonman. Bristol, Pa., SWETS & Zeitlinger, 1989, 184 pp., no 
price listed. 

“I Want to Kill Myself’: Helping Your Child Cope With Depression 
and Suicidal Thoughts, by Tonia K. Shamoo and Philip G. Patros. 
Lexington, Mass., Lexington Books (D.C. Heath and Co.), 1990, 
174 pp., $18.95. 


Conceptual Issues in Psychological Medicine: Collected Papers of 
Michael Shepherd, by Michael Shepherd. New York, Tavistock/ 
Routledge, 1990, 331 pp., $45.00. 

Clinical Psychiatry for Medical Students, edited by Alan Stoudemire, 
M.D. Philadelphia, J.B. Lippincott Co., 1990, 662 pp., $32.50 
(paper). 

Human Behavior: An Introduction for Medical Students, edited by 
Alan Stoudemire, M.D. Philadelphia, J.B. Lippincott Co., 1990, 
362 pp., $19.95 (paper). 

Body Image Disturbance: Assessment and Treatment, by J. Kevin 


inr 


Thompson. New York, Pergamon Press, 1990, 129 pp., $26.00; 
$14.95 (paper). 

The Being of Sex, by Jovan Veljkovic. New York, Vantage Press, 
1989, 150 pp., $14.95. 

What’s So Bad About Guilt? Learning to Live With It Since We 
Can’t Live Without It, by Harlan J. Wechsler, Ph.D. New York, 
Simon & Schuster, 1990, 216 pp., $18.95. 

Children’s Psychological Testing: A Guide for Nonpsychologists, 
2nd ed., by David L. Wodrich, Ph.D., and Sally A. Kush, Ph.D. 
Baltimore, Paul H. Brookes, 1990, 256 pp., $25.00 (paper). 


cpm =e mermemper rename ne AINE GST MNT WE GNEUING PSYCIUSIS, ANMA AICI» IVeUTO 
35. Hunt, B.R., et al.: Chlorpromazine in the treatment of severe emotional disorders in children, A.M.A. Am. J. Dis. Child. 91:268 


Chlorpromazine in the treatment of porphyria, J.A.M.A. 162:174, 1956. Winkelman, N.W., Jr.: An appraisal of chlorpromazine, ger 
ration of chlorpromazine, based on experience with 1,090 patients, Am. J. Psychiatry 113:961, 1957. Langsley, D.G., et al.: A comp; 
and EST in treatment of acute schizophrenia and manic reactions, A.M.A. Arch Neurol. & Psychiatr. 81:384, 1959. Ollendorff, R.H.V 
zine therapy in acute and chronic schizophrenia, Am. J. Psychiatry 116:729, 1960. Winkelman, N.W., Jr.: A long-term investigati 
tudy of constant and inconstant chlorpromazine administration over a period of six years with a discussion of the evolution of our thi 
yPsychiatry 116:865, 1960. Remvig, J., et al.: Chlorprothixene (Truxal) compared to chlorpromazine, Psychopharmacologia (Berl 
h J.J., et al.: Drug treatment of schizophrenic patients, a comparative evaluation of chlorpromazine, chlorprothixene, fluphenazine, re 
1 triflupromazine, Dis. Nerv. System 23:698, 1962. Hollister, L.E., et al.: Comparison of intramuscular and oral administration of c 
zine, Arch. Int. Pharmacodyn. 144:57 BESTE Ch e w - . . Cy o thioridazine and chlorpromazine; 
f recently hospitalized and acutely distufbe sya ic EM Ps Q. W42 1364. Mays, J.E., Jr.: Acute intermittent por] 
kla. State Med. Assoc. 60:240-243, 196 ewi EO Dos Ach Momazine on human sleep, Psychopharmac 
, 1969. Clark, M.L., et al.: Chlorpromaziin c on ral Me response relationships, Psychopharmaci 
, 1970. Leider, M.: Clinical pharmacology ty fe "EA SH 26:84-86, 1971. Jovanovic, R., et al.: Ei 
and fluphenazine on some schizaghbreni i Se vchi, 4, 19 hacon, C., et al.: Clinical and worl 
phenothiazine therapy of safiizó f flujphe orp'mazine and placebo, Acta. Psyc 
373. Klerman, G.L.: Drug therap ; Mions, Drug Ther. 3:28-32, 1973. Ki 
al significance of plasma chlorpro Is. 2. ~ te and prolactin in patients recen 
ne treatment, Psychopharma UEM WAR LAN 0000000 plasma concentration 
clinical response, Community Psychopharmacol. 2:215- Kora, J., etal.: Chlorpromazine in the blood of schizophrenics 
8-280, 1978. Bochkarev, V.K., et al.: Electroencen fil and dynamics of individual EEG changes in patients ! 
ia treated with aminazine (chlorpromazine): clinical g@phic comparison, Zh. Nevropatol. Psikhiatr. 81:1192-1199. 
: Chlorpromazine metabolism and its significance in nts} J. Clin. Chem. Clin. Biochem. (Br.)19:653, (Abstract) 198 
elationships between drug concentrations in serum a effects and monoaminergic variables in schizophrenic patient 
chlorpromazine, Acta. Psychia and. ppl 311 40 Tap am Chiggnsomazine effects on stereotypic an 


f severely retarded patients; a d N sarrmyd, C., et al.: Clinical evaluation c 
L) 
























































































































hizóphipni 
f 1. 

















. | 
ic patients: a double-blind compa : o d hil. /-30, 1984. Ishikazi, T., et al.: The € 
doperidol and chlorpromazine) oiie oha me c WEE ents, J. Clin. Psychopharmacol. 4:2! 
t al.: Is loxapine more effective zu un 





ychiatry 141:1411-1413, 1984. Blacl 































c agents: a clinigal update Mayo (Cl Proc. ack Qf sific of generi lorpromazine, Ph 
stract) 1985. Le : 2 . E vov ll^ IZODW EC. h OX pitalized and trea 
ntrolled study h b. i ) gE |, et all: aldptic bioavailability, 





clinical status: 
|, J. Clin. Psycl 


pnreni r 19:311- 


En 









, 1986. Hsu, L.K.G.. el 


DIC 













0 


O- Sa rugs on negative 
la, J. Clin. Psychopharmacol. 6:329-338, 1986. i, F., et al.: ogical aspects of depression Therapy, Minerva Psichiatr. 27:2: 
'rinciples for the rational use of psychoactive drugs in general medicine. Ann. Med. /3:94-98, 1987. Hitri, A., et al.: Drug levels and a 
neuroleptic-treated schizophrenic patients, Clin. Neuropharmacol. 10:261-271. 1987. Kane. JM- Treatment of schizophrenia, Sci 
1987. Lehmann, H.E., et al.: Chlorpromazine: new inhibiting agent foi psychomotor excitement and manic states, A.M.A. Arc 
*ee/, 1954. Flaherty, J.A.: Effect of chlorpromazine medication on children with severe emotio ial disturbances, Del. Med. J. 27:18C 
lorpromazine in conjunction with other psychiatric tl pies. a Clinical appraisal, Vis. Nerv. System 16:179, 1955. Goldman. | [rea 
with chlorpromazine, J.A.M.A. 157:1274 ! nro DSYCI 
.& | lunt, B 





brand of 


chlorpromazine 


See adjacent page for brief summary Si&GT 


of prescribing information. Smith Kline &French Laboratories © SmithKline Beckman Corporation, 1989 
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Bee complete prescribing information in SKAF Dterature or PDA. The following le a brief 
suramary. 


Contralndtcations: Comatose states or presence of large amounts of C.N.S. depressants, 


eine The pocampal sake reactions from chlorpromazine may confuse 
the diagnosis of Reye's vemo other encephalopathy. Therefore, avoid use In 
or adolescents with suspected Reyo's syndrome. 


May cause persistent tardive dyskinesia, which appears to be rreversibie In some patients 
Reearve chronic neuroleptio treatment for patients with chronic Ilinees 1) that Is known to respond 
ioral Serta diua dl ade ductor gt ekigas ae 


syrr.pionms., In patients with bone marrow depreesion or previoualy 
(e.g., blood dyscrasias, jaundice) with phenothiazines, do not administer "Thorazine' ursees the 
Caution about activities 


ins;ances of prolon Ed extrapyramidal signa, or hyporefiexda in newborns 
whose mothers had received chiorpromazine. Chiorpromazine |e exoreted in the breast miik of 
nursing mothers. 


Precautions: Sa) Rogers nC iet Ee AE paile ee 


orgenop 
tant C.N.S. ) Anticonvulsant action of barbiturates is not Intensified. 


Beer opi O O ee vyd ges ted Since 
approximately one third of human breast cancers are prolactin-dependent in vitro, this elevation 
Is ot importance i neuroleptic drug adminisiration ie contemplated In a patient witha 
reviousty detected breast cancer ciinical nor epidermiologic studies however, 


viii Patients with a history of long-term therapy with "Thorazine and/or other neuroleptics 
should be evaluated periodically for possible adjustment or discontinuance of drug therapy. 


ig cra TEDE ei EEE edu: eosinophilla, leukope- 
nia, hemolytic anemia, aplastic anemia, thrombooytopenio purpura and pancytopenia; postural 
tachycardia, capoeira delis neigen 
leap a EEO ec dte e fa neuromuecutar (axtrepyramidal) 
reactions: dystonias, motor restiesenses, peeudo-parkneonlar, persistent tardive dyskineala, 
psvzhotic symptoms, catatonic-like states, cerebral edema; convulsive eetzures; abnormality of 
tha á , exfoliative damnati 


deposits and pigmentary retinopathy, visual impairment; mid fever ( large I.M. doeosy; 
ee ne pus erythematosusike syndrome; 


NOTE: Sudden death In patients taking phencthiazines (apparertly dus to cardiac arrest or 
ery eee er relationship has bean 


Sopplled: Tabata: 10 mg, 25 mg or 50 mg, in bottles of 100 and 1000; In Single Unit 
pac kagea a 100 (niar for institutional use only). For use In severe neuropsychiatric oond- 
tione, mg, in bottles of 100 and 1000; In Single Unit Packages of 100 (Intended 


ille edidi 
le? brand of sustained release onpsulas: 30 mg, 75 mg, 150 mg or 200 mg, in bottles 
and 500; In Single Unit Packages of 100 (Intended for Institutional usa . For use in 
Sevro newropoyorarc condone, 00 mg In bottles of 50; In Single Unit gee of 100 
(intended for institutional use only} 


Amrpuis: 1 mL and 2 mL. (25 mg/mL), in boxes of 10, 100 and 500. 

Mu Ripie-dose Viale: 10 mL (25 mg/mL), in boxes of 1, 20 and 100, 

Syrup: 10 mg/5 mL In 4 @ oz bottles. 

Buppositorise: 25 mg or 100 mg, in boxee of 12. 

Conoentrite: Intended for Inttutlonal use. 30 mglmL, In 4 f oz bottles and in cartona of 
36 bottles. 100 mg/mL, In 8 fl oz bottles, in oartons of 

*phenytoln, Parke-Davis. 

Tmeirizamide, Winthrop Pharmaceuticals. 

Date of issuance June 1989 
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Powerful medicine 
to stop intrusive thoughts and acts 


)P AM I LOSING MY MEE MIND? IT'S SO HARD TO HIDE IT. | JUST 
PS JSP. AM | LOSING MY MIND? IT'S SO HAR 
JZ 1 JUST CAN'T ANYMORE. | CAN'T STOP. 








INTRODUCING 


Anafranil 


aompramne HCI 


Powerful tricyclic therapy for 
obsessive-compulsive disorder 





A Relieves obsessions and compulsions in OCD 
patients with or without concomitant depression 


Reduces anxiety-producing intrusive thoughts! 


Reduces ritualized behavior! 





A Dual mode of action creates a unique treatment role 


Anafranil is believed to block the reuptake of serotonin and 
norepinephrine. *? 


A Safety and tolerability demonstrated in over 
20 years of worldwide use 


Symptoms are substantially reduced in 
approximately 58% of patients.” 


The most common aaverse events are dry mouth, somnolence, tremor, 
dizziness, constipation, and ejaculatory failure. Anafranil may lower the 
seizure threshold. See warnings and full Prescribing Information on the 
following pages. 


References: 1. DeVeaugh-Geiss J, Landau P) Katz R. Treatment of obsessive-compulsive disorder v 
clomipramine. Psychiatr Ann. 1989; 19:97-101. 2. Insel TR, Murphy DL, Cohen “RM et al. Obsessive-c ai 
disorder: A double-blind trial of clomipramine and clor 3yline. Arch Gen tases ilie, 1983;40:605-611. > dd ar J, 
Insel TR, Zohar-Kadouch RC et al. Serotonergic respor ASi vity in obsessiv npulsive disorder Arch 
Psychiatry. 1988,45: 167-171. 4. Data on file, CIBA-GEIGY Corporation. 


CIBA—GEIGY 


Anafranil? 


clomipramine hydrochloride 

Capsules 

Preecribing Information 

Anatrend, clomipramine is an antiobsoesionei drug that belongs to 

the clase (dibenzazepine) of k knoam at 

agr icum et 26, bO, and 75 mg for oral administration. 
Gomipramine 10,11-<dihye 

Piece cr salices and Rs structural is: 


in water, in mathanc!, and in methylene chloride, and insotuble in 


D&C Rad No. 33 capsules D&C Yellow No 
10, DAC Blue No. 1 rmy capauics FDAC Yellow No. 6, gelatin, 
magnesium stearse, metiwipaceben, pro sicou dioxide, sodium 
lauryl sulfate, starch, and titanium dioxide. 
CLINICAL PHARMACOLOGY 
Clomipremine (CMI) is to influence obsessive and 
behaviors through its on serotonergic neuronal transmbselon. The actuel 
neurochemical ls unknown, but CMI's relatively salective to 
inhiba the reuptake of serotonin as compared to norepinephrine (NE) may 
be important. 
Pharmacokinetics 


CMI from Anafranil es bionvallable an 


Ateorpilon/Bicavalahity: capsulce i$ 
OMI from s so The Booval of CMI from cape ia not poy 


in a dose proporhonaaty study involving multiple CMI dosos, 
pissma concentrations {C pg) and ares-u re ar pear concn dre ar 
(AUC) of CMI and CMI"s mejor active esile ellie iat 


were hot proportional to ee es 

25-100 mg/day and between 26-150 mig/dery, although C rand ADC are 
epproxamatety Enearly releted to dose Detveson 100-150 Side The relationship 
between dots and CMIMI concentrations at higher dely doses has not baen 


aecegsed, but If there [a nt dose at doses 
150 mg/day, there ia the tor d higher Cas and AUC 
even for patients within the recommended pose a 
riak o some patiora {see WARNINGS and PRECAUTIONS, Drug 


After a single 50-mg orsi dose, mmdrnum plasma concentrations of CM) occur 
within 2-6 hours (mean, 4.7 br} end renge from 56 no/mi to 154 (mean, 
82 nomi}. After multiple deity dosos of 150 mg of Anadrend, 
maximum pasma concentrations range from 94 ng/mi to 339 nom! (mean, 
216 g/l for CM nd rom 134 noit 32 m maar, 214 ry mi) for DMI. 
No pharmacokinetic information is sruaiable for SOS HAN Nem ERIT AY 
recommended 


and brain end into 
F/pasma ratio of 2.8. 
Tro birind CM moro 9PX Plor teen CM ard oes Hif 
drugs has not been fully evaluated, but may be important (soe 


Theee meteboktee are excrated In urine and 
After a 25-mg radiolabeled doge of CMI [In two 


study, 
recoveries of CMI and about 0.8-1.3% of the doee administered. 
CMI does not induce enzymes, & measured by ectipyrine 
ee ee aa 
with increesing orai dosae suggests that the metabolism of 


jc parameters presented 
obtained in individuais exposed to doses of 150 mg. tf the pharmacokinetics of 
NU ee Dannay Al dosos tooa FO mg mg, their ehmination hatHives 


may at doses neer the upper and of the recom 
mended dosing range (.6., 200 mg/day to 250 molde). Consequently, CMI and 
DMI may accumulate, jon may increasa the any 
dota- or reactions, in particular 


soizureg (nee WARNINGS. 
After a 160mg dose, the helfe of CMI ranges from 19 hours to 37 hours 
32 hr) end that of DMI from 54 hours to 77 hours (meen, 63 hr). 
lewols after are typically reached within 7-14 days for 


murine 
approdmetsiy 2.5 and for 
because of the 


edition half ives of CM and DMI (soe DOSAG AND ADMINISTRA- 
. The effects of hepatic and renal impairment on the disposition of Anafrani 


have not been d 
interactions: Cosdministration of UM 

increases paama concentrations of CMI. Coadministration of CM] 

ECA IG a ciiin daas 


PRECAUTIONS, Drug interactions). Younger subjects (16-40 of 
tions, comparsd with subjects over 65 years of age. Children under 15 years of 


lower pagna concentrstion/dose ratios, compared with 
ks. Plagme concentrations of CMT wore significantly higher in smokers then n 
nonsmokers. 
INDICATIONS AND USAQGE 
Ana&rani is indicated for the treatment of obsessions and compulsions in patients 
E En MU KK ET CDM p 
must cause marked dixtress, be 


time-consuming, or 
Fe nme Daren omer ha HS M: HER (cca 1898) 
a a Scie: parse ica irc ind oc vaso 
ere purposeful, and intentional 


rxiticenter, placebo-controlled, persllel-group studies, including two 10-weak 
studias in adults and one Sweek study in chidren and adolescents 10-17 years cf 


206. Pationts in aii studies had OCD (DSMHI), with maan 
besetine ratings on the Yale-Brown Obseesive Compulsive NOES} aing 
from 26 to 28 and & meen baseline of t0 on the NIMH Circa Global 
Obessske Compulsive Scale (NIM . Patents taking CMI experienced a 
mean reduction of a à 10 on the YBOCS, representing an average 
on this acme of to 42% among adults and 37% smong 

arid adolescents. CMI patients 8 3.5 unit decrement 

on the NIMIH-OC. Patients on showed no Clinica] reeponse on 


piecebo 
atther scale. The ramum dose vas 250 for moi eduits and 3 mgg’ 
E o AO mde aru Etica 
etactivangns of Anafrand for longdiarm usa Le, for more than 10 weeks} 
evaluated in placebo-controded triets. The physician 


extended periods shoul 
usetuiness of the drug for the individual patent (too E AND 


CONTRAINDICATIONS — 
Anelrenil is contraindicated in patients with a history of typergansitivity to 
Analrenil or other 
An&fran should not be gen In combination, oc within 14 days of treatment, 
4 crisis, seizures, coma, 


WARNINGS 
Ee OA yen ee en ae ene CENT 


tT Ren A andes ecionca Ortu aor Wen aaa 
Anafranil at doses up io 300 mg/day was 0.64% at 90 days, 1.12% at 190 deys, 
and 1.45% st 365 The cumulative rates cited correct the crude rate (La., 
0.7%, 29/3619] for UM NE 
D e 


Som eer tobe pet dum , there bs e Confounding of 
asd paro ip pei Nl lee ch maple n 

The ability to predict the occurrence of In 
crassa sepa aed ana ne given that the 


piama Concentration of CMI may be dose-dependent and may vary among 

sublects given the same dose. Nevertheless, ard aliri A 

and atorar (soe DOSAGE AND ADMINIST {or 200 mgl in cháidren 
and adolescents isos DOSAGE ADMINISTRA 


séizures or other predi 
aicohotsm, and 


engaging in activities in which sudden loss of consclousnees could result in 
etl igh rei a E 
Orang, saimming, 


PRECAUTIONS 
General 

Suicida: Since depression is s commonly associated feature of OCD, the risk of 
suicide must be considered. Prescriptions for Anafrand should be written for the 


Prescriptions 
smallest quantity of capsules consistant with good patient management, in order 
to reduce the nek of overdose. 
Cardiovascular Ellects: Modest orthostatic dacraages in blood prossure and 
modest were eech seen in approximately 20% of patients taking 


A E aen ded A princ aetas 
approximately 1400 patients treeded with CMI in the ing experience 
abnormelles treatment, 


treatment ith ticyclic antidepressertts to which it ts closely 
related, Anafranil may precipitate an acuts paychotic apleode in patients with 


Activation of mania or hypoments hag alto boen raported in & proportion of 
patients with affective disorder treated with markoked antkepressants, 
Steck Chara Darin oa 

Band sh teaa SGOT and cost O pedi bri 
1% and 3%, of potential cirina nce (Le., values greater than 
Shall malin re ee of instances these enzyme 


to which Anedrerd ie related, end 
CGerential blood counts shouid be obteined in patients who develop fever and 
sore throat during treatment with Anabrand. 


recorded by nondomestic post-marketing surveillance systems. Most cases 


Aradrand ves used in combination wath other drugs when — 


Surgery: Prior to elactrve with ganaral anesthetics, theca py with 
ed abire ica as long a6 is chnically feasible, and the 
Use in Concomitant Miness: As wath related tricyclic antidepressants, 


Anefrand should be used wath caution In the 
iG d E o dO 


2. Patients with increased T pressura, a history of narrovangis 
GRECI Ce eR ary rope on, because because of the anticholinergic properties of the 


$ inca van umors ote cen ata ag, pheoctraeoma, 
in whom the drug mary provoke 


taformmation for Patients 
A M ME EA UN MINE A wen pida Roc I 
they prescribe Anakranit 


1. The risk of seizure (sse WARNINGS). 

SCA ONE Sea D A ins 

1. Since Anaran may impair the mental and/or abies required for DI 
performance of replaced ee associated with a risk of 
seizures, patients should be cautionad about the performance of complex an 


hazardous tasks (aee WARNINGS). 
4. Patients should be cautioned about using alcohol, berbttu rates, dani 
concurrentiy, since Anafranil mery exsgoerste their reponse to 


these drugs. 

6. ee See) DUE eer T Celene ren aces 
become pregnant during therapy. 

& Patents thould notiy ther physician E they are breast ooding. 


Drag leteractions 
The risks of using Anafrand in combination with other drugs have not been 
evelueted Glen the primary CNS effects of Anatrand, caution is 
” with othar CNS-active druge (sm PRECAU- 
Anníreni should not be used with MAO 


logic effacts Ganadine, or 
Pie ichs Gh CH erase olf gere dida CU MAC 
antidepressants. 


The piesme concentration of CMI hes been reported to be increesed by the 


Anatrand to patients taking other drugs that are highly bound to protein (a.g, 
iia nari og hen ld soeben oed 
may 


(se6 CLINICAL PHARMACOLOGY, 

Carcinogenesis, Mutagenesis, impairment of Fertility 

In a 2-yegr bioessay, no clear evidence of ity was found in rets give 
Comes 20 times the mecdrrurn daily humen dose. out of 235 treated rats he 


a rare tumor fhemangioendathedomeal it is unknown If these neonlasmns are 
compound read. 

In reproduction studies, no effects on fertfity were found in rats given doses 
epormametely 5 times the maximum daty human dose. 


Pregnancy Category C 
No teratogenic effects were observed in studies performed in rats and mice at 


daly human nonspecific ambryotomdoity 
rats given doces 5-10 times the maximurn dally human doaa. 
There are no adeguate or wek- controled studies in pragnant women. 


reported i calvary. 
should be used during pregnancy onky if the poterrbal benefit justis the poten 
risk to the fetis. 


Mursing Mothers 

pal rry edle ere ile leads tol 
reactions, a decision should be mede whether to discontinue nursing or 
decore fe dg. sing Ro account ihe PAE ol De cu the Gal 


Pediatric Use 
in a controlled cinical trial in children and adolescents (90-07 years of sga), 45 
received Anairgnl for up to 8 weeks. in addition, 150 sdoletcant 
heve recetved Angtranfi in operriabel protocots 
months to severst years. Of the 196 adolescents studied, 50 were 13 years of an 
or lags and 146 were 14-17 years of aga. While the adverse reaction profile in tt 
wt Tey oes gor t is simer to that In adult, Kis unknown» 
dane LPS INE NNISCMITUN Nave. li 


Ms aano En did hide uae cC hal P 
entabiished. Thecetore, specific cannot be made for the use 
Moran in children under the 896 of 30. 


Use in Elderty 
Angkat hes not been systematically studied in older patients; but 182 pertient 


ege-roteted partculerty in e m 
patients who heve concomitant systemic Kinesses or who ere receiving othe 
druga concomitantiy. 

ADVERSE REACTIONS 


Commonly Observed 
The most commony observed adverse events sesociated with the use of 


Anaírand and not seen at an equivetant incidence among 
patieris were complaints, including dry mouth, constipation, 
neusee, dyspepsia, and anorexia: nervous system 
sormnoience, tremor, does, nervousness, and 

including Toido, efacuiatory failure, impotence, end 


iacidence in Comtrolied Cliciosl Trisis 


Veni rre see EE E suele v bol 
spes a O speed bae Anatrand (N= 
(N = 319) or chid wa raked N - ox placebo (N = 44 


t 


4^ ciomiprnnina bytrochioride ; Otter Era Oa the Premarketing Evaluation of Anaírant salicylate hes been reported to reverse the cardiovascular and CNS anticholiner- 


** 





Chikiren During cinical utipie doses of Anafrand adrolmetered mantinetations overdosage: however, N should not be used 
na Kaen Suomen Satis iamaormmmcerivaitagcone rah Trier uS T Ca Ue 
PE" EET USES insit] AE a ML E recorded P oum 
Placebo Aaa — Paobo Cors tea sbi estime of the In the alert patent, the stomach shouid be amptied promptly by induced 
Mex eri — Q-am Pi pora indutus panera der cera wi i py emesis followed by lavage. in the abtunded patient, the airway should be secured 
2 -3 F 2 sirndar of untoward events into a smaler number of event pel ebay ag olla Ee (i. D DEKO omora 
B 2 2 — in the tat dations thet follow, a modrbed World Health Organization dictionary oat ti pasos Nai ota RU] I odd IS rid iod 
11 ? v ; M M d MAN y IUE e a e bein ere PO RN. ee 
3 i 7 2 — ifMdusis exposed to Ansiranii who experianced an event of the type ched on at eternal s be minimized to reduco the tendency for conval 
9 4 2 — praeire dete ae leas pier Llano pir pia OE D valises dier if MAO Inhibitors have bean takan 
: : - important Soc tu M cU fa pte bam el ix RM QS nate sins : 
1 — - m everti conu 
4 1 2 — treatment with Aneíranil, they wave not necessarily Caused y lc Wn severo a plea ea el sea ct an una 
4 — 9 5 Events act further categorized by wren and lated in order of decreesing position and a plasma expander, dopamine, or dobutamine by intravenous 
frequency tccording to the folloang troquet adverse avents are drip. The use of corticosteroids in shock is controversial and may be contraind:- 
3 — — == those occuring on one or more occasions in st least 1/100 cated in ceses of overdosage slated olla het fs may 
3 — — ~- ülvorse events are those occurring in 1/100 to 1/1000 patients; rare wernts aro Increase abnoralittiog and further rn 
3 — 2 -— diss in ey than 1/1000 patients. : : seine fate Martane perk by 
; un nA p — depe viant whatever external means are avaliable, Fossils bri 
= = Pe — ECG, bradycardia, — beths Ff 
3 — — — cardiac arrest, Rays — aneurysm, atrial voter, bunde forced dirrosis have generaiby been reported aa Ineffective because of the rapid 
2 — 2 ~- vanch block, cardiac faiture, carebral heart block, riiai fixation of Anwhcand in tissues. 
2 2 2 A NEON ice aie iib à 
í z 2 = System: a asin function, blood in stool, The treatment regimens described below are based on those used in controlled 
E 2> 2 — duo senits, ulcer, gastritis, gestrossophageal refiux, ging vitis, cinica trials of Anadrand in 620 adults, and 81 chidren and edokescents with 
~ — 2 -— hepatitis, increased save, irritable bowel OCD. During initial tiratan, Anafrend shout! be in divided doses vdth moais 
peptic ulcer, recta! hamorrhage, Rare — ches, to reduce side effects, The goal of this intial tration phase is to 
29 3 9 .. . Chronic enis, discolored feces, gastric diatation, More lbi stile tolerance to side effects to dwwelop or 
: 2 $ . Bocausa both CMI and te active DMI, have long eliminstion 
e i f 2 Exdocries infrequac: — hypathyroidian. Rare — gotten gynecomas- haif-tres, the prescriber should take the fact that steedy-atete 
f 2 = 5 ue tr ‘ = phsma lewis may not be achloved untl 2 weeks ofiar Tied (see 
À = = ^5 - Vukamoti AION, WiphomHRs BOGS, menor ] appropriate to wei 2: woeks between ter dosage adjustment 
2 s 2 Lo Metabo sed Dirorder: — diabetes inii 
i " pre gres ener E 
pe y 5 p: Tie canh hesccdatoda eos: OAE Aee bidon 
33 p g M ME ees ral duc gestern Theresa, ta dosage mey be 
Nervous Sygiaa: Frequent — sbnornnel thinking, vertigo. infrequent =- Incroesed gradusilly over gevers weeks, a maxknum mg 
5 $ É s coordination, abnorme) EEG, abnormal gait, apathy, atieda, coma, dy Aa rato, e total ay doo ray b e onc y s bedtime to 
12 = 22 2 Ellinor atm beg ara SA end oaa oii daytime sedation, 
T 9 13 16 extrapyramidal disorder, helluct-ations, hyperkinesa, ] initia Treatnent/Doee Adjustment (Chüdren and Adolescents) 
: T >  Ualrdnaficnt, hypokinesia, leg Cramps, roinic reaction, paranoia, Aa wit ects, to starting dosa is 25 m daly and shouid be Increased 
: He E oe ees USUS ENTE, fua Rela aloeh Heth lis ipa 2 asks, sonra, es ata DRE S 
$ es = £ — gndrome, aphasia, apraxia, catalopey, ene Wea 100 mg, whichever is mter. Thereafter, the dosage may 
1 - rh ns p pede dnonedl Lan : : Over the next several weeks up to a dani maodinum of 3 or 200 mg, 
; 2 impolie neuropathy- whichever is armeller (aea Pediatric Use). Ae with aduXs, alor 
9 -— 
18 j g Skia and Appandages: infrequent — siopocis, Cyt1, OCDAMA, While there are no studios tet anawa the question of how long to 
8 -— 7 -.  eythematocs rash, re photosensihty continue Anafranil, OCD is a chronic condition and it is reasonable to consider 
4 4 7 P ^ uis phy din cerato Pipl lle nali Lars ges leni ol 
4 ao 5 
4 - 2 7 Surer: — daeíneet, Top, continued in under double-blind conditions for up to 1 yeer without lots 
3 3 7 B earache, eye pein, foreign body censation, hyperacusis, perosmia, photophobia, of benefit. However, daaag adjusiments should be rade to rasintain the pellent 
3 2 4 2 — chromatopsia, conjunctive! hemwnags, on the kaost elfectivo dosage, and patients should be raeesezsed to 
2 4 — = kerathis, labyrinth disorder, night alndness, retinal determine the need for treatment. maintenance, dose may 
2 1 — — disorder, strabismus, visus! feid gelect. be given once daly et 
— X 1 Mess y hematurte 
a ee 4 8 parinee! prostatic dleordar, renal HOW 8 
m m 2 PR a a e enh incontinence, 25 mg — Woryimeion yellow (Imprinted ANAFRANIL 26 mgl 
— -— 2 - nó Farid lim edipi ed bostes odbe dir e diete COR OH Ed NDC 0083-01 18-30 
breast engcrgamert, hreest fihroadencsls, cervical dysplasia, endometrial Unit 
" m 4 = Weis waga ae m te Box of 100 os NU "us 0083-0115-22 
i $ ; s DRUG ABUSE AND DEPENDENCE Coe o M SEM Roc 0063.011690 
2 DRU ABUSE AND studied in enirmais or humana for hs 
e rx d not or 
Box of 100 (wrips OF 1)... ecesesscceneseserenneneens NDC 0083-0116-32 
potentia! for abuse, tolerance, While a variety o? em 
M g = 5 have be described in exsociation with Anafranil AOA NRA O adi 
r i ; : d x [sos PRECAUTIONS, has e toa are PeCETeree eee Teer ree eee re rer errr rerer ere Teel 
, acert for a single rec potential 
6 6 4 6 Anafranil abae by a patient vith a on berzodiaz- Box of $00 trips cf VI... see caaneananes NDC 0083-0117-32 
2 ~ I 2  epines and “nulliple peychoactive drugs. The patient received Anafranii for Do not store above 86°F CTCL Protect from moisture. 
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October 4—7, 48th Annual Conference, American Association 
for Marriage and Family Therapy, Washington, DC. Contact 
Mark R. Ginsberg, Ph.D., Executive Director, 1717 K Street, 
NW, Suite 407, Washington, DC 20006; 202-429-1825. 


October 5—7, 7th International Conference on Psychoneph- 
rology, Psychonephrology 1990, San Francisco. Contact 
Norman B. Levy, M.D., Department of Psychiatry, New 
York Medical College, Valhalla. NY 10595; 914-285-8424. 


. October 6—8, annual meeting, Association of Mental Health 
Librarians, Denver. Contact Elizabeth P. Emily, President, 
Highland Hospital Medical Library, P.O. Box 1101, Ashe- 
ville, NC 28802-1101; 704-254-3201. 


October 6-11, annual meeting, American Academy of Pedi- 
atrics, Boston. Contact James E. Strain, M.D., Executive Di- 
rector, P.O. Box 927, Elk Grove Village, IL 60009-0927; 
312-288-5005. 


October 7-11, Hospital and Community Psychiatry Institute, 
American Psychiatric Association, Denver. Contact Sandra 
Hass, H&CP Institute, American Psychiatric Association, 
1400 K Street, NW, Washington, DC 20005; 202-682-6092. 


October 7—12, annual meeting, American College of Surgeons, 
San Francisco. Contact Fred C. Spillman, Convention Man- 
ager, 55 East Erie Street, Chicago, IL 60610; 312-664-4050. 


October 8—11, annual meeting, American Academy of Fam- 
ily Physicians, Dallas. Contact Robert Graham, M.D., Exec- 
utive Vice-President, 8880 Ward Parkway, Kansas City, MO 
64114; 816-333-9700. 


October 10--12, International Conference on Current Prac- 
tices and Future Developments in the Pharmacotherapy of 
Mental Disorder, Venice, Italy. Contact Centro Congressi 
Bonsaglio, Via Borromei, 1/a, 20123 Milano, Italy; 2-807766. 


October 10—14, annual meeting, American Academy of Clin- 
ical Psychiatrists, Boston. Contact Alicia À. Munoz, Execu- 
tive Secretary, P.O. Box 3212, San Diego, CA 92103; 619- 
298-4782. 


October 11-13, 14th Danube Symposium of Psychiatry, 
Budapest. Contact MOTESZ Kongressburo, P.O. Box 32, 
Budapest, H-1361, Hungary. 


October 14-17, annual meeting, American Neurological As- 
sociation, Atlanta. Contact Linda J. Wilkerson, Association 
Manager, 2221 University Avenue, SE, Suite 350, Minneap- 
olis, MN 55414; 612-378-3290. 
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October 14-17, The Richmond Fellowship International Meet- 
ing on Treatment of the Severely Mentally Ill, Washington, DC. 
Contact D.A. Sorensen, Ph.D., Executive Director, Richmond 
Fellowship of America, 322 West 75th Street, New York, NY. 


October 14-17, 84th Annual Scientific Assembly of the South- 
ern Medical Association, Nashville, Tennessee. Contact Kath- 
leen McLendon, Southern Medical Association, 35 Lakeshore 
Drive, Birmingham, AL 35219-0088; 205-945-1840. 


October 20—25, annual meeting, Association of American 
Medical Colleges, San Francisco. Contact Robert G. Peters- 
dorf, M.D., President, One Dupont Circle, NW, Suite 200, 
Washington, DC 20036; 202-828-0400. 


October 21, annual meeting, American Association of Chair- 
men of Departments of Psychiatry, New York. Contact Jef- 
frey L. Houpt, M.D., Secretary-Treasurer, Box AF, Emory 
University School of Medicine, Atlanta, GA 30322; 404- 
727-5630. 


October 24—26, 1st European Congress on the History of 
Psychiatry and Mental Health Care, 's-Hertogenbosch, The 
Netherlands. Contact 1st European Congress on the History 
of Psychiatry and Mental Health Care, c/o Leiden Congress 
Bureau, P.O. Box 16065, 2301 GB Leiden, The Netherlands; 
31-071-275-299. 


October 24—28, 37th Annual Meeting of the American 
Academy of Child and Adolescent Psychiatry, Chicago. Con- 
tact AACAP Annual Meeting, 3615 Wisconsin Avenue, NW, 
Washington, DC 20016; 202-966-7300. 


October 24—28, annual meeting, World Medical Associa- 
tion, Rancho Mirage, California. Contact Angel Orozco, Ex- 
ecutive Director, 28, Avenue des Alpes, 01210 Ferney-Vol- 
taire, France; 50-40-75-75. 


October 25-28, annual meeting, American Academy of Psy- 
chiatry and the Law, San Diego. Contact Jonas R. Rap- 
peport, M.D., Medical Director, 1211 Cathedral Street, Bal- 
timore, MD 21201; 301-539-0379. 


October 27—31, 12th World Congress of Social Psychiatry, 
World Association for Social Psychiatry, Washington, DC. 
Contact Eliot Sorel, M.D., Congress President, 2020 K Street, 
NW, Suite 810, Washington, DC 20006; 202-452-9080. 


October 28—November 2, annual meeting, Society for Neu- 
roscience, 5t. Louis. Contact Nancy Beang, Executive Direc- 
tor, 11 Dupont Circle, NW, Suite 500, Washington, DC 
20036; 202-462-6688. 
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Hypnotizability and Dissociation 


Fred H. Frankel, M.B., Ch.B., D.P.M. 


The author describes the multidimensionality of 
hypnosis itself and hence of hypnotizability. He also 
points to the lack of clarity regarding the concept of 
dissociation and the extent to which its roots lie in the 
clinical experience of hypnosis. The concept of disso- 
ciation increasingly preempts repression and other de- 
fense mechanisms in current nosological thinking. The 
author cautions against equating hypnotizability 
scores with dissociative capacity and advocates a 
clearer elaboration of the concept of dissociation. 
Meanwhile, restraint in the use of the term “‘dissocia- 
tion” is recommended. 

(Am J Psychiatry 1990; 147:823—829) 


t should come as no surprise that the history of 

dissociation and the history of hypnosis have much 
in common. Interrelated and together constituting 
something of a cynosure in the latter part of the nine- 
teenth century, both topics then lost much of their 
vigor until their clinical revival in the early 1970s. 
Since that time, the topic of hypnosis has won greater 
acceptance in the academic community, and disorders 
involving dissociative elements have drawn increasing 
attention, especially from clinicians familiar with hyp- 
nosis. The factors that have probably contributed most 
to this rebirth include the scholarly historical contri- 
bution by Ellenberger (1), which illuminated the ori- 
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gins of the concept of dissociation, and the scientifi- 
cally rigorous contributions of a small group of 
experimental psychologists and clinical investigators 
who elaborated on the concept of hypnotizability (2, 
3). 
It is perhaps ironic that the intent of this paper is to 
draw attention to the inherent limitations of these very 
achievements, which I believe have been largely re- 
sponsible for our growing understanding of the clinical 
phenomena involved and the more appropriate treat- 
ment methods that are evolving. I am constrained to 
do so by the current trend to extend the interpretations 
and thus to reach premature conclusions. I will at- 
tempt to describe 1) the lack of clarity regarding the 
concept of dissociation and the extent to which the 
roots of the theoretical hypotheses of dissociation lie in 
the clinical experience of hypnosis, 2) the multidimen- 
sionality of hypnosis itself and hence of hypnotizabil- 
ity, and 3) the necessary caveats in the interpretation of 
hypnotizability ratings and in equating these ratings 
with dissociative capacity. 


DISSOCIATION 


We first learn about hypnosis in Mesmer's animal 
magnetism and in dePuységur's somnambulism, also 
known as magnetic sleep (4). Although the convulsive 
crisis was the dramatic high point of animal magne- 
tism and might be seen as the prototype of emotional 
abreaction, the amnesic barrier and specific type of 
recall are the phenomena of note associated with mag- 
netic sleep. The finding that information elicited in the 
magnetized or hypnotized state sometimes becomes 
unavailable in the awake state yet becomes accessible 
again when the individual is rehypnotized provides a 
model of mental functioning that is far-reaching in the 
inferences that can be drawn from it. A century after 
Mesmer and dePuységur, in an era that reflected the 


823 


HYPNOTIZABILITY AND DISSOCIATION 


opinions of Braid, Charcot, Bernheim, Janet, and 
Freud, this whole subject of disconnected memories 
attracted considerable attention and helped to fuel the 
notion of the dissociative experience and, with it, dis- 
sociative capacity. 


Janet's Hypothesis 


The concept of dissociation is probably appropri- 
ately attributed to Pierre Janet, who elaborated on it 
more than did his contemporaries or predecessors. 
Janet applied the concept to the discontinuity in 
awareness and the accompanying amnesia that are so 
striking under certain circumstances as to demand 
some kind of explanation. He warned his readers not 
to make too much of his notion of “disaggregation” 
(also translatable as “‘dissociation”) and, by extension, 
not to make too much of the observations on the dif- 
ferent subpersonalities in patients with dual and mul- 
tiple parts. Pointing to the plasticity of somnambules, 
he stated that they “always confirm our own ideas" 
(5). 
In the elaboration of his ideas on psychological au- 
tomatism, Janet recognized that the origin of the dis- 
sociated part was very often related to a traumatic 
event in the past and was attributable in some way to 
a weakness in the nervous system. Cure was facilitated 
through discovery of that trauma. In 1926 he wrote, 
"Beware, it is only an idea that I express. It is an hy- 
pothesis for your research" (6). 


Freud's Perspective 


In the “Sketches for the ‘Preliminary Communica- 
tion’ of 1893” (7-9), Freud, in collaboration with 
Breuer, outlined a very similar approach to the concept 
of dissociation. The theory postulated that the nervous 
system deals with “impressions,” including traumatiz- 
ing ones, by means of associative thinking or motor 
reaction, In predisposed hysterical patients who are 
under stress and at times in individuals less so disposed 
but where the environmental precipitant is strong, a 
hypnoid or vulnerable state occurs during which trau- 
matic impressions cannot be associatively thought 
about. “The content of consciousness easily becomes 
temporarily dissociated and certain complexes of ideas 
which are not associatively connected easily fly apart" 
(8). The memory of a traumatic event thus becomes 
split off or dissociated into a second state of conscious- 
ness from where it exerts its influence by contributing 
to hysterical attacks. As Freud pursued his clinical in- 
vestigations on his own, he moved toward the concept 
of repression as a defense and toward understanding 
the basic meaning of hysteria in terms of conflict and a 
need for defense against repugnant thoughts and 
wishes. 

The defensive aspect of dissociation was rarely men- 
tioned in the psychoanalytic literature after Freud, un- 
tl Glover resuscitated the idea in 1943 (10). He be- 
lieved the term could be conveniently brought into use 
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as a mechanism of adaptation but did not elaborate on 
this. 


Modern Autbors 


Hilgard’s neodissociation. Hilgard’s review of the 
topic in 1977 (11) reflected his opinion that the concept 
of dissociation born out of abnormal psychology should 
be taken seriously within general psychology. He pointed 
to the importance of integrating the concept with what 
we know about information processing and divided 
attention. Clearly, our current ideas about memory, per- 
ception, imagery, and the executive functions should be 
included in our consideration of dissociation. 

Hilgard emphasized that the mechanism of dissoci- 
ation might be commonplace and normal even though 
it can be invoked to serve psychopathological needs. 
On this basis, automatic functions such as driving or 
typing, disruptions of awareness, or an altered sense of 
control, including even obsessive-compulsive rituals, 
qualify for inclusion, as do the dramatically abnormal 
behaviors in hysterical fugues or multiple personalities. 
Viewed in this theoretical light the term has a wide 
application, but Hilgard went to great lengths to point 
out the need for further study rather than debate. 

West and Thaler Singer. The victims of hostage-tak- 
ing, cults, and nonprofessional therapies are not infre- 
quently referred to, almost in lay terms, as “hypno- 
tized.” At the least, an altered state of awareness or 
dissociated state has been postulated to describe these 
individuals, who are sometimes seen on the television 
screen addressing their relatives and friends. 

In their review of cults, quacks, and nonprofessional 
psychotherapies, West and Thaler Singer (12) used meas- 
ured phrases in their references to dissociation. Point- 


ing to the numerous clinical features in the victims, 


such as alteration of values, reduction of cognitive 
flexibility, narrowing and blunting of affect or frantic 
ebullience, childish dependence, and serious depres- 
sion, they made abundantly clear the complex nature 
of the behavior, which can hardly be accounted for by 
simple concepts. 

Nemiab. In his review of dissociative disorders, Ne- 
miah (13) underscored the importance of the phenom- 
enon of hypnosis and the dynamic unconscious to the 
theoretical understanding of dissociative conditions. 
He reminded us that in their attempts to explain the 
total disappearance from conscious memory of blocks 
of associated memories which could nonetheless influ- 
ence the contents of conscious awareness, early clinical 
investigators such as Janet and Freud conceptualized 
the process by referring to the "unconscious," where 
such “forgotten” material was presumably held. In ex- 
plaining how the memory blocks escaped from con- 
scious awareness, Janet spoke of dissociation as a pas- 
sive falling apart of the psychological system, whereas 
Freud proposed regression, an active mental process 
invoked to deal with unacceptable or painful mental 
content. Despite attempts in the early psychoanalytic 
literature to differentiate the mechanisms of repression 


Am J Psychiatry 147:7, July 1990 


and dissociation, Nemiah saw a strong resemblance 
between them and in fact used.them interchangeably. 

The reemergence of dissociation after a half-century 
of obscurity seems thus, to be eclipsing the earlier psy- 
choanalytic position on’ repression. We must wonder 
why repression (the active mechanism) is made to yield 
to dissociation (the passive mechanism). If dissociation 
has now been invested .with greater dynamic energy 
than originally proposed by Janet a century ago, how 
does this affect our understanding of other defense 
mechanisms? | 

Ludwig. Other writers, such as Ludwig (14), have 
extended the concept even further, drawing attention 
to the important equivalents of dissociation embodied 
in other cultures and the survival value of their belief in 
religious trances, divinations, and prophecies. 
Diagnostic Criteria ——| 

According to DSM-III-R, ‘dissociative disorders re- 
sult from a disturbance or alteration in the normally 
integrative functions of' identity, memory, or con- 
sciousness. We recognize that other defenses, such as 
denial, displacement, and reaction formation, similarly 
involve alterations in the integrative functions of iden- 
tity, memory, or consciousness. We are thus faced with 
the need to examine very carefully what in the future 
will be the benefit of thinking in terms of more than 
one mechanism of defense, namely, dissociation. Or 
we will be obliged to rethink the large number of vague 
concepts and the different phenomena with different 
underlying etiologies that. are currently being envel- 
oped by the term. If the term “hysteria” has now be- 
come useless because of the too numerous implications 
associated with it in the past, dissociation may well be 
on the path to the same fate. 


HYPNOSIS 


Breuer and Freud and Janet appear to have been 
influenced to a considerable extent by their work with 
hypnosis and the similarities in the phenomena of hys- 
teria and hypnosis. A brief look at the relevant debates 
in the history of hypnosis provides an informative per- 
spective on the still unresolved aspects of that phenom- 
enon and on the need for a clearer definition of disso- 
ciation. The disparate views expressed at the turn of 
the century are still relevant in our time. Whether hyp- 
nosis encompasses a special state or is simply the result 
of heightened suggestibility was a focus of the argu- 
ment. This was embellished further by questions re- 
garding the normalcy or morbidity of the phenome- 
non. According to Kravis (4), Charcot described it as 
an "artificially produced morbid condition" that ap- 
pears in individuals predisposed to hysteria, whereas 
Bernheim regarded it as a normal universal human 
trait involving increased susceptibility to suggestion. 
Both Freud and Janet conveyed a sense of the morbid 


in their descriptions of the “hypnoid state" and “‘dis- 
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sociation" in the wake of traumatizing experiences. 
Clearly those involved were seen to be affected by a 
pathogenic or pathological state. A century later we 
find a marked similarity in the current theorizing re- 
garding the subject of trauma, the approach to post- 
traumatic stress, and the role of hypnosis in therapy. 
Because hypnosis is no more clearly conceptualized 
than is dissociation, and because neither can be under- 
stood without some knowledge of the other, I will now 
briefly examine the phenomena of hypnosis, emphasiz- 
ing its multidimensionality and raising questions about 
its measurement and the conclusions that may be 
drawn with confidence from hypnotizability ratings. 


Hypnotizability 


The measurement of hypnotizability has assumed 
considerable importance in our time. Although initi- 
ated in the clinical context during the last century, 
rating scales have achieved prominence and prestige in 
this century largely because they have been developed 
and applied by a core of highly respected experimen- 
talists. In more recent years they have attracted the 
attention of clinical investigators. Increasing interest 
has been focused on trying to correlate the varying 
capacities for hypnosis with clinical syndromes. The 
goal seems to be to recognize and then to categorize 
clinical behavior that appears to have something in 
common with the event of hypnosis. 

The experimental literature (2) acknowledges sev- 
eral different factors or dimensions in the hypnotic 
experience. That hypnosis is not a unitary phenome- 
non is borne out further by a closer examination of 
some of the many clinical behaviors and experiences 
that are elicited under the umbrella of the term. To 
varying degrees patients are expected to be able to 
respond to the nurturant style of the therapist; to pay 
attention to restructuring their thinking regarding 
many of their attitudes and activities, including smok- 
ing and eating habits; to pay attention to changing 
physical sensations, such as the numbness suggested to 
replace pain; to focus on the seeming involuntariness 
or automaticity of motor behavior; to hallucinate or 
negatively hallucinate persons or objects; to evoke past 
memories on the basis of emotional links; to experi- 
ence suggested events posthypnotically; and to accom- 
plish yet other tasks. Thus, when we talk of high or 
low hypnotizability in the clinical context are we re- 
ferring to a high capacity to alter physical sensations, 
to have an arm lift up involuntarily, to obey the in- 
junction to restructure our ideas about smoking, to 
recall emotionally laden events, or some or all of the 
above? 

The concept of depth, important in the last century, 
has given way to an assessment of the variety of 
achievements in hypnosis and the range of responses. 
Susceptibility has thus preempted depth, and the guid- 
ing theme, notable in the Stanford Hypnotic Suscepti- 
bility Scale, Form C (15), is that the tasks become more 
complex as the scale proceeds. The special profile 
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scales (16) developed to measure the specific height- 
ened abilities of some subjects who might score only 
moderately on the several remaining items of the 
whole scale reaffirm the academic investigators’ appre- 
ciation of the different factors and multidimensionality 
of the hypnotic experience. This is not widely consid- 
ered when clinical hypnosis and hypnotizability are 
discussed. . 

In August 1988, at the 11th International Congress 
of Hypnosis in The Hague, Weitzenhoffer, one of the 
two authors of the Stanford scales, hypothesized that 
the more moderate hypnotic achievements, both clin- 
ically and on the scales, may well not lie on a contin- 
uum with the very dramatic, probably all-or-none 
trance experience originally described as artificial som- 
nambulism. He has since then focused further atten- 
tion on this question in an informative two-volume 
monograph on the history and practice of hypnotism 
(17). The inability to resolve the relative importance of 
suggestibility as opposed to an altered state of aware- 
ness both a century ago and today is probably attrib- 
utable to the fact that both explanations, suggestibility 
and state of awareness, are needed to understand the 
related but distinct parts of the hypnotic experience. 
There is a strong possibility that there is an overlap 
between the two, but it is not unreasonable to ponder 
the extent to which the somnambulistic trance that 
yields a posthypnotic amnesia is qualitatively different 
from the events that Weitzenhoffer included in ‘‘com- 
mon hypnosis." Whereas suggestibility might play an 
important role over the whole spectrum of hypnotic 
experience and behavior, it is possibly more relevant to 
the less demanding aspects. These less demanding ex- 
periences, both in the clinical context and in many of 
the items on the Stanford scales, can be achieved by a 
combination of suggestibility and alterations in atten- 
tion, perception, thinking, and imagination. The deep 
trance with spontaneous amnesia, more demonstrable 
clinically, might be something else. The different di- 
mensions could be related and yet be distinct, and 
Weitzenhoffer reminded us that if hypnosis is made up 
of distinct even though related conditions so also must 
hypnotizability. This does not gainsay the value of the 
scales, which do in fact assess the different dimensions; 
rather, it points to the need to be circumspect about 
what the results signify. 

It becomes a matter of some importance to remem- 
ber that it probably is an oversimplification to regard 
all hypnotic behavior and experience as evidence of 
trance, which implies that minor events in hypnosis 
reflect minor degrees of trance. Minor, moderate, and 
even high levels of hypnotizability on the rating scales 
should not be seen as evidence of a single influence. 
This multidimensional concept becomes especially rele- 
vant as we briefly consider some of the clinical studies. 


Hypnotizability and Clinical Behavior 


Intrinsic to the debate about the morbidity or nor- 
mality of the event of hypnosis is the possible relation- 
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ship that exists between hypnosis and clinical symp- 
toms. Those who focused on the morbid aspect at the 
turn of the century (Charcot and Janet are probably 
the prime examples) were explicit in pointing to the 
similarities between hysterical symptoms and hypnotic 
behavior. Janet (18) reported masterfully on how hyp- 
nosis could both create and help to remove clinical 
symptoms. Charcot and Janet were not the first to do 
so, as Ellenberger (1) pointed out in his description of 
the so-called magnetic diseases during the latter half of 
the nineteenth century. 

Interest in this aspect appears to have waned in the 
literature throughout much of the twentieth century, 
to be reawakened in 1974 by H. Spiegel's reference to 
the recognizable character style of very highly hypno- 
tizable individuals (19), clearly the somnambules of 
earlier writers. He recorded their behavioral character- 
istics in the absence of symptoms and when not under 
hypnosis. | 

J believe I am correct in reporting that the next ref- 
erence to the relevance of hypnotizability in clinical 
behavior was my observation regarding phobic symp- 
toms published in 1974 (20). Having been struck by 
the close resemblance of experiences in phobic states to 
experiences in hypnosis, I put forward the following 
hypothesis: “The trance or hypnotic experience is in- 
voked spontaneously as a defense mechanism against 
intolerable anxiety [in a frightening situation], and the 
accompanying social situation, or important aspects of 
it are then perceived in a distorted fashion." It is im- 
mediately apparent that this idea closely resembles the 
“hypnoid state” reported by Freud and Breuer (7—9). 
In terms of learning theory, this distorted experience is 
subsequently anticipated in similar situations and re- 
inforced by experiencing repeated perceptual distor- 
tions (which occur because expecting them creates sug- 
gestions and the intolerable anxiety that again leads to 
the defensive trance-like phenomenon). Clearly, what 
is implied in the case of phobic patients is that indi- 
viduals who are able to enter hypnotic-like conditions 
spontaneously—the highly hypnotizable subjects re- 
ported in the literature—presumably do so under 
stress, thus creating symptoms, even though neither 
they nor unsuspecting observers are aware of it. To 
pursue this line of reasoning, it was appropriate to 
measure the hypnotizability of homogeneous groups of 
clinical subjects. 

With Orne (21), I published the ratings of 24 phobic 
patients interested in the therapeutic use of hypnosis, 
comparing them with an equal number of smokers 
keen to quit smoking through hypnosis. The mean 
score of the phobic subjects on the Stanford Hypnotic 
Susceptibility Scale, Form A (22) was significantly 
higher than that of the smokers. Those with multiple 
phobias had higher scores than those with a single 
phobia. 

Although we did not control for age in that study, 
several other investigators have replicated the findings 
(23—27), reporting a correlation between high hypno- 
tizability and the incidence of phobic disorders. This 
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indicates replication across laboratories and across 
cultures. Two studies, however, disagreed. One (28) 
used the Hypnotic Induction Profile (29), and the other 
focused on patients who answered a solicitation in the 
media for subjects (30). 

In the same way that it had been known from clin- 
ical reports that phobic behavior (generally other than 
agoraphobia) responded well to the use of hypnosis, so 
was it reported that women with symptoms of nausea 
and vomiting of pregnancy to pathological propor- 
tions were generally helped by hypnosis. Staying with 
the principles that in some way hypnotizability not 
only plays a role in facilitating treatment strategies but 
might be related to the origin or nature of the symp- 
toms, we pursued the levels of hypnotizability in pa- 
tients with hyperemesis gravidarum (31}. Using the 
Stanford Hypnotic Clinical Scale (32), we found that 
the 17 women with symptoms severe enough to re- 
quire hospitalization were significantly more hypnotiz- 
able than the 13 women with mild symptoms. Pettinati 
and Wade (33) studied 86 anorexic and bulimic pa- 
tients. Using the Stanford Hypnotic Susceptibility 
Scale, Form C (15), they found that the 21 bulimic and 
the 46 anorexic patients who purged had significantly 
higher scores than a normal control group of college 
students. 

This decade has also witnessed a growing interest in 
the clinical phenomena of multiple personality and post- 
traumatic stress disorder and how they relate to hyp- 
nosis and hypnotizability. Bliss (34) found that 28 pa- 
tients who had multiple personalities had a mean score 
of 10.1 on the Stanford Hypnotic Susceptibility Scale, 
Form C (15). Although several other authors have re- 
ferred to the clinical evidence of the high hypnotizabil- 
ity of patients with multiple personalities, the series of 
well-studied cases is limited (35, 36). 

The frequent reporting of childhood sexual abuse in 
patients with multiple personalities has touched off 
considerable debate about the caliber of such reports 
and the possible role of confabulation and fantasy. 
Regardless of the differences of opinion on the phe- 
nomenology, much theorizing and discussion have 
taken place, focusing on the psychodynamic usefulness 
of dissociation as a means of escape from traumatizing 
events (36—38) and the role of dissociation in posttrau- 
matic syndromes. D. Spiegel et al. (38) found that 65 
Vietnam veteran patients with posttraumatic stress dis- 
order had significantly higher hypnotizability scores on 
the Hypnotic Induction Profile (29) than did other di- 
agnostic groups. However, a study reported by Sexton 
et al. at the 1988 annual meeting of the Society for 
Clinical and Experimental Hypnosis compared the 
hypnotizability ratings of 39 abused subjects with 
those of a similar group of 34 nonabused women and 
found no significant differences. 

What appears to be at issue are 1) the extent to 
which certain groups of patients who are either phe- 
nomenologically similar or have similar past experi- 
ences are generally more hypnotizable than the norm 
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and 2) what skills, vulnerabilities, or propensities as- 
sociated with hypnosis might account for the difference. 

With regard to the first issue, and despite the fact 
that my own earlier findings with phobias have been 
replicated by several other investigators, | am aware 
that Council et al. (39) have raised interesting ques- 
tions about the influence of the context in which the 
hypnotizability ratings are carried out. In essence, they 


, reported that if hypnosis is emphasized elsewhere in 


the context of the relationship, the subjects achieve 
higher scores. This finding has still to be replicated by 
others, but it does encourage a more cautious interpre- 
tation of clinical hypnotizability studies than prevails. 
The second question has to do with what in hypno- 
tizability is operative when certain clinical groups are 
found to be more highly hypnotizable. Can we know 
essentially what we are reporting on when we describe 
varying levels of hypnotizability? Although the empha- 
sis recently has been placed on dissociative capacity, 
the content of my earlier remarks should persuade us 
to take into account other factors, among which are 
suggestibility and cognitive-perceptual forces. 


Measurement 


As already stated, there is no intention here to de- 
value measurement, a major claim to scientific respect- 
ability. What is at issue is the clarity of the nomencla- 
ture and what is being measured. Because of the 
several faces of hypnosis and the different skills elicited 
by the various instructions, we would do well to pos- 
tulate that the experience, both clinical and experimen- 
tal, has discontinuities. The scales reflect these quite 
accurately. We do well, therefore, not to interpret the 
hypnotizability scores as reflective only of the individ- 
ual’s dissociative capacity. 

In the Dissociative Experience Scale developed by 
Bernstein and Putnam (40), which has as yet little re- 
ported reliability and validity for dissociation, the ma- 
jor underlying hypothesis is that the number and fre- 
quency of experiences supposedly attributable to 
dissociation lie along a continuum. Closer examina- 
tion of the 28 items on the scale, however, reveals that 
about two-thirds of the items can be readily explained 
by the manner in which subjects recall memories, ap- 
ply or redistribute attention, use their imagination, or 
direct or monitor control. A distinct qualitative difter- 
ence between subjects with high and low scores has not 
been ruled out. As with hypnotizability, the assump- 
tion of a continuum is open to question. 


DISCUSSION 


In reviewing the history of the use of the term “dis- 
sociation," it is apparent that clarity is conspicuous by 
its absence. It is as if the core of the phenomenon is 
fairly readily recognizable and can be agreed on. How- 
ever, as soon as one moves away to consider the other 
shades of experience, matters become less clear. Like 
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the concepts of hysteria, the unconscious, and hypno- 
sis, there is an assumption that all are in agreement 
about what is being discussed until the questions be- 
come more focused. At the heart of the idea of disso- 
Ciation is a disconnectedness or lack of integration of 
knowledge, identity, memory, and control. When these 
accur in clear-cut cases of multiple personality, psy- 
chogenic fugue, amnesia, or hypnotically induced som- 
nambulistic trance, there is virtual consensus. Beyond 
those conditions, when we discuss phobias or posttrau- 
matic syndromes, for example, we cannot ignore the 
less dramatic factors of suggestibility, denial, repres- 
sion, frozen affect, emotional detachment, and inhibi- 
tion, plus the consequences of alterations in attention, 
perception, motivation, imagination, or memory. In 
these instances, dissociation or detachment is not nec- 
essarily the predominant characteristic. 

A historical review of the term “dissociation” justi- 
fies the measured tones of several authors. Much of the 
current literature on the subject, however, is less ten- 
tative in its use of the term. Despite the unsettled na- 
ture of the debate, there is a tendency to include in the 
concept much of what probably lies ambiguously in 
adjacent territory. The notion that dissociation lies 
along a continuum echoes the discussion of hypnotiz- 
ability lying on a continuum. We may well do wisely to 
revisit that perspective. Dramatic amnesia and clear- 
cut changes in or discontinuity of consciousness, con- 
trol, or identity make compelling arguments for the 
presence of both the hypnotic state and dissociation. It 
is considerably less clear that other, milder experiences 
with some resemblance to the core event are qualita- 
tively similar. They may well contribute to or facilitate 
or even accompany it, but they may not in essence be 
the same thing. It thus would appear that the manner 
in which the concept of dissociation is currently used 
renders it too diffuse to be invoked as a primary psy- 
chodynamic force. The interchange of the constructs of 
hypnotizability and dissociative capacity should be 
avoided, other than in the small percentage of the clin- 
ical population where the manifestation of each is dra- 
matically high. In the majority of instances, the hyp- 
nosis scales may well index aspects of hypnotizability 
that are dependent more on suggestibility than on dis- 
sociative capacity, and the use of such scales to index 
dissociation is likely to be misleading. 
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A Review of the Depressive Personality 


Katharine A. Phillips, M.D., John G. Gunderson, M.D., 
Robert M.A. Hirschfeld, M.D., and Lauren E. Smith, B.A. 


A depressive type of personality disorder has been 
described by both German phenomenologists and psy- 
choanalysts and has been used by clinicians for years. 
Although this personality type has been included in 
standard international nosologic systems (ICD-9), it 
has never been recognized in DSM. This literature re- 
view identifies and explores the issues relevant to the 
possible inclusion of such a category—an axis II per- 
sonality disorder linked to axis I depressive disorder— 
in the upcoming DSM-IV. 

(Am J Psychiatry 1990; 147:830—837) 


“I was on a small scale always melancholic,” declared a 
patient, and a female patient said, “I brought melancholy 
with me into the world.” 

—Emil Kraepelin (1) 


he depressive personality has a rich theoretical 

and clinical tradition, dating back to at least the 
time of Kraepelin (1). But despite its formal recogni- 
tion in European psychiatry (ICD-9) and its use by 
American clinicians (2), this diagnosis has never been 
included in DSM. Its omission has recently been criti- 
cized by authors with notably diverse perspectives, in- 
cluding Kernberg (3), Akiskal (4), and Beck (personal 
communication), prompting consideration of its inclu- 
sion in the upcoming DSM-IV. 

This review is stimulated not only by a reevaluation 
of psychiatric nosology for ICD-10 and DSM-IV but 
also by the growing recognition that axis I symptoms 
and syndromes may be biogenetically linked to axis II’s 
more enduring personality traits (5). 

The concept of a depressive personality type is 
closely linked to the larger topic of the relationship 
between depression and personality. Although this re- 
view will focus on the depressive personality per se, to 
frame the review we will first describe six aspects of the 
relationship between depression and personality that 
are distinct from a depressive personality type. 

1. Premorbid personality traits. This refers to com- 
mon (i.e., normal") personality traits (such as intro- 


Received Aug. 16, 1989; revision received Nov. 8, 1989; accepted 
Dec. 14, 1989. From the Psychosocial Research Program, McLean 
Hospital. Address reprint requests to Dr. Gunderson, McLean Hos- 
pital, 115 Mill St., Belmont, MA 02178. 


830 


version and dependency) that exist before—and may 
predispose an individual to—the development of a 
subsequent depressive episode (6—11). 

2. Postdepressive (postmorbid) personality traits. 
Conversely, postmorbid personality features (e.g., res- 
ignation and insecurity) are considered sequelae of de- 
pressive illness (6, 10—14). 

3. Personality disorders coexisting witb depression. 
Since the advent of DSM-III, many empirical studies 
have documented the existence of personality disor- 
ders among depressed populations (6, 15—18). Most 
studies do not explain this comorbidity—for example, 
whether the personality disorders predispose an indi- 
vidual to or result from depression. However, DSM- 
III-R suggests the former, in that it states that ma- 
jor depression and dysthymia are complications of” 
borderline, narcissistic, dependent, obsessive-compul- 
sive, passive-aggressive, and self-defeating personality 
disorders. 

4. Personality traits coexisting witb depression. Per- 
sonality traits (as opposed to disorders) are observed 
to be associated with depression. Reports about such 
traits (e.g., social withdrawal and self-centeredness) 
are also generally descriptive, without implying cau- 
sality (16, 19-23). 

5. Personality as a modifier of depressive episodes 
(pathoplasty view). Personality is considered a premor- 
bid factor that modifies the symptomatic expression of 
depressive episodes (6, 10). For example, an obses- 
sional person with depression may be more morbidly 
preoccupied than, say, a person with a hysterical per- 
sonality (24). Similarly, personality traits (e.g., neurot- 
icism or ego resilience) are posited to affect the clinical 
course and long-term outcome of depressive episodes 
(21, 25). The personality traits do not, however, pre- 
dispose an individual to or result from the depression. 

6. Normal depressive traits. Enduring personality 
traits conveying depressive mood (e.g., being self-crit- 
ical ór persistently gloomy) are considered variants of 
normal rather than attenuated forms of affective illness 
or personality disorder (26). Such traits may or may 
not predispose an individual to depression. 

The depressive personality of this review differs 
from these six concepts in that it is considered an en- 
during type of character or temperament. If, indeed, it 
does exist as a disorder, it should have the character- 
istics that define other personality disorders. These in- 
clude an early onset, associated dysfunction or subjec- 
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tive distress, and traits that are fairly stable across 
many situations and over long periods of time, regard- 
less of symptomatic state. 

Conceptualization of the depressive personality as a 
disorder touches on another larger topic: the nosology 
of the affective and personality disorders. How a de- 
pressive personality disorder might relate to existing 
axis I and axis II disorders is a complex matter. To find 
a place in the standard diagnostic scheme, it should be 
relatively distinct from existing disorders and convey 
clinically useful information that might otherwise be 
overlooked. 

In this paper we will review the literature on the 
depressive personality—its diverse conceptualizations, 
its proposed clinical features, and the history of its 
inclusion in or omission from psychiatric classification 
systems. We will also evaluate the empirical evidence 
for this disorder and the research needed to address the 
ongoing controversies that have long surrounded its 
use. 


HISTORICAL REVIEW 
German Psychiatry’s “Depressive Temperament” 


“The depressive temperament is characterized by a 
permanent gloomy emotional stress in all the experi- 
ences of life.” So wrote Emil Kraepelin in 1921 (1) of 
the “depressive temperament,” a term roughly synon- 
ymous to the depressive personality, with implications 
of a constitutional origin. Kraepelin’s rich description 
of this temperament emphasized persistent gloominess, 
joylessness, anxiety, and a predominantly depressed, 
despondent, and despairing mood. Patients with this 
temperament were also serious, burdened, guilt-rid- 
den, self-reproaching, self-denying, and lacking in self- 
confidence. Kraepelin considered this "peculiar form 
of psychic personality" to be inherited and usually per- 
ceptible in youth. It could persist unchanged, fluctuate 
and sometimes shade into actual melancholia, or “be- 
come the point of departure" for more florid manic- 
depressive episodes (including psychotic depression). 
Indeed, Kraepelin considered the depressive: tempera- 
ment one of the manic-depressive “fundamental states" 
—a “rudiment” from which florid episodes “rise like 
mountain peaks from a structurally similar plain” 
(27). In more modern parlance, Kraepelin’s depressive 
temperament might be considered a subclinical affec- 
tive disorder, its personality characteristics a mild and 
enduring expression of major affective disorder, with 
implications of a trait-state continuum (12). 

In his book Physique and Character, Kretschmer 
(28) expressed a similar view. He described several 
hereditary affective personality types including the de- 
pressive temperament, which was “‘co-determined by 
the chemistry of the blood and the humors of the 
body.” Like Kraepelin, he postulated a continuum be- 
tween the depressive temperament (one pole of the so- 
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called cycloid temperament) and manic-depressive ill- 
ness; the former consisted of those “personal oddities” 
that were present in the “prepsychotic” state and re- 
flected the “fundamental psychological symptoms" of 
the full-blown illness. 

In the late 1950s Kurt Schneider (29, 30) described 
“depressive psychopathy,” a term he chose to convey 
the persistent sense of gloom that Kraepelin had rec- 
ognized as a hallmark of the depressive disposition. 
Individuals with depressive psychopathy take suffering 
as a mark of quality and “establish an aristocracy of 
discomfort.” They “deplore the past and fear the fu- 
ture,” are hypochondriacal, and are haunted by “‘bo- 
gies of all description." This disorder's characteristics 
include the following: 1) gloomy, pessimistic, serious, 
and incapable of enjoyment or relaxation, 2) quiet, 3) 
skeptical, 4) worrying, 5) duty-bound, and 6) self- 
doubting. The interrater reliability of these features 
has since been demonstrated (31-33). 

Unlike Kraepelin and Kretschmer, Schneider be- 
lieved that the depressive personality had links to nor- 
mal personality traits and other personality disorders, 
such as his insecure and asthenic types, but not to 
major affective disorders. He noted that little was 
known of its origin, but in keeping with German psy- 
chiatric tradition he postulated that inborn constitu- 
tional factors were of central importance, with devel- 
opmental and environmental factors also playing a 
role. 

The depressive personality received continued atten- 
tion in the German psychiatric literature as typus mel- 
ancholicus. Tellenbach (34) considered this an affec- 
tive personality type that tended toward full-blown 
melancholic episodes. On the basis of interviews with 
119 recovered patients with unipolar melancholia, he 
delineated premorbid traits that had elements of the 
compulsive: orderliness, striving for achievement, de- 
votion to duty, conscientiousness, and scrupulousness. 
These patients were also guilt-ridden, burdened, un- 
able to relax, dependent, and fearful of being alone. 
Tellenbach’s typus melancholicus had both constitu- 
tional and “cosmic” roots, reminiscent of the ancient 
Greeks’ belief that melancholia resulted from an excess 
of one of the four bodily humors, the black bile. 
Indeed, Tellenbach argues that it may have been Hip- 
pocrates and Aristotle who first recognized a melan- 
cholic (black gall) type—with a distinctive tempera- 
ment—that was in danger of succumbing to the illness 
melancholia. 


Psychoanalysts’ “Depressive Character" 


With the ascendency of psychoanalysis, the consti- 
tutional depressive temperament of the German phe- 
nomenologists was gradually supplanted by the de- 
velopmentally rooted depressive character. Most 
psychoanalytic authors, however, did not describe an 
enduring character type but instead focused on pre- 
morbid personality traits—largely oral (passive-depend- 
ent) and anal (obsessional)—that predisposed to de- 
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pression (7, 35). Kahn (36), however, on the basis of 
14 cases, describes an enduring depressive character 
with the following essential features: persistent low 
self-esteem and helplessness, chronic guilt, and depend- 
ent relatedness. Berliner’s depressive character (37), 
too, is characterized by low self-esteem and guilt, as 
well as an inability to love and a tendency to be hy- 
percritical, self-depreciating, and self-denying. Arieti 
and Bemporad (38, 39), on the basis of the intensive 
psychotherapy of 40 patients, describe three types of 
depressive personality, one of which endures as a 
chronic "character structure or personality disorder." 
Its salient features are similar to those of Kahn and 
Berliner's depressive characters and also include hope- 
lessness, emptiness, and hypochondriasis. Individuals 
with this disorder inhibit any form of gratification be- 
cause of early childhood and other experiences. Kahn 
and Berliner also believe that disturbed early object 
relations are central to this disorder's development. 

Kernberg (3) has more recently posited the existence 
of a depressive-imasochistic personality disorder, 
which he considers one of the three most common 
personality disorders of “high-level,” or neurotic, 
character pathology (the others being the obsessive- 
compulsive and hysterical personality disorders). He 
classifies this disorder under the larger rubric of mas- 
ochistic character pathology, noting that its dominant 
traits correspond to Freud’s and others’ descriptions of 
moral {i.e., unconscious and nonsexual) masochism. 
Its three dominant traits are as follows. 

1. These patients tend to be overly serious, respon- 
sible, conscientious, and concerned about work per- 
formance, as well as somber, humorless, and critical of 
themselves and others—all of which reflect excessively 
severe superego functioning. When they fail to meet 
their own high standards, they may become depressed. 

2. They are overdependent on others’ support, love, 
and acceptance. This can produce vicious cycles of ex- 
cessive demandingness, feelings of rejection, an uncon- 
scious tendency to make others feel guilty, and conse- 
quent actual rejection by others, which can culminate 
in depression related to loss of love. 

3. These patients have difficulty expressing aggres- 
sion, which, through Freud's mechanism of introjected 
anger, can lead to depression; in addition, unconscious 
guilt over this anger can trigger "justified attacks" on 
others, followed by rejection and depression. 

Simons (40) writes from a similar perspective but, 
unlike Kernberg, argues that the masochistic and de- 
pressive personality disorders are distinct. Patients 
with masochistic (nonsexual) personality disorder un- 
consciously torture and blackmail others, provoking 
retaliation; their "inner struggle is externalized and 
then acted out with the external world.” In contrast, 
patients with depressive personality disorder (the 
equivalent of Freud’s moral masochism) internalize 
their conflict, which leads to self-torture and self-de- 
feat in the absence of provoked retaliation from others. 
Simons believes that the depressive personality’s most 
common clinical features are those identified by Kurt 
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Schneider. He acknowledges that these two disorders 
often coexist—Aas reflected by DSM-ITI-R’s self-defeat- 
ing personality disorder, which he believes encom- 
passes both—but he suggests distinguishing between 
them because of important differences in etiology, 
treatment, and prognosis. 


DSM- and Il: Depression as Neurosis and 
Personality Disorder 


The early versions of DSM bore the stamp of psy- 
choanalytic thought. Although DSM-I and DSM-II 
had no clear equivalent of the depressive personality, 
both classified nonpsychotic depressions under the 
neuroses and personality disorders—sections in which 
analytic concepts such as unconscious conflict and de- 
fense mechanisms were stated to have a central etio- 
logic role (see figure 1). DSM-I, published in 1952, 
listed depressive reaction under the psychoneuroses 
and cyclothymic personality—with a depressive sub- 
group—-under the personality disorders. 

DSM-II, in 1968, merely replaced depressive reac- 
tion with depressive neurosis, and cyclothymic person- 
ality disorder was now followed in parentheses by 
ICD-8’s affective personality. In addition, DSM-II 
contained two new, seemingly related diagnoses: neur- 
asthenic neurosis, characterized by chronic weakness 
and easy fatigability, and asthenic personality disor- 
der, also defined by easy fatigability as well as by low 
energy level, lack of enthusiasm, incapacity for enjoy- 
ment, and oversensitivity to physical and emotional 
stress. Of these, DSM-IT's neurasthenic neurosis would 
seem most closely related to the depressive personality, 
as it "differ(s) from Depressive neurosis in the moder- 
ateness of the depression and in the chronicity of its 
course." However, depression is not clearly a defining 
characteristic of neurasthenic neurosis (nor of its 
DSM-I precursor, psychophysiologic nervous system 
reaction), and neither it nor asthenic personality were 
much used (41), researched, or written about. The de- 
pressive subtype of cyclothymic personality would also 
seem related to a depressive personality (12). How- 
ever, the cyclothymic prototype has Kretschmerian im- 
plications of continuity with hypomanic traits, and its 
depressive subtype was rarely diagnosed or even dis- 
cussed in the literature. In actual practice, it was D$M- 
IPs depressive neurosis that appears to have subsumed 
all forms of milder depression, including the equivalent 
of the depressive personality. This is suggested by sev- 
eral reports from the 1970s (19, 42) which found that 
it was the most common outpatient psychiatric diag- 
nosis at that time, defining 4096 of one unselected 
adult outpatient sample (19). 

The perceived inadequacies of these earlier DSM no- 
sologies (43) spawned the development of so many 
new classificatory schemes of depressive disorders that 
Kendell (44) aptly complained they were "innumera- 
ble.” Indeed, they are beyond our purview, but several 
do have special relevance to the putative depressive 
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Figure 1. Evolution of Disorders Related to the Depressive Personality 


DSM- (1952) DSM-il (1968) DSM-Ifl (1980 IH-R (1987) ICD-8 (1967) I60-9 (1977) 
PSYCHONEUROTIC DISORDERS NEUROSES MOOD DISORDERS (axis |) NEURCISES NEUROTIC DISORDERS 
Depressive Reaction ———--—————->- Depressive Neurosis Dysthymia Depressive Neurosis ——————3»-Neurotic Depression 
(Depressive Neurosis) 
PSYCHOPHYSIOLOGIC, AUTONOMIC, AND 
VISCERAL DISORDERS 
Psychophysiologic — ———————— — —93»*- Neurasthenic Neurosis Cychothymia Neurasthenia --———_—-—>- Neurasthenia 


Nervous System Reaction 


PERSONALITY DISORDERS PERSONALITY DISORDERS / PERSONALITY DISORDERS: (appendix: PERSONALITY DISORDERS -~~—PERSONALITY DISORDERS 
Cyclothymic Personality —----————>- Cyclothymkc Personality Self-Dafeating Personality Disorder Affective Personality Disorder Affective Personality Disorder 
(Affective Personality) Affective personality Chronic depressive personality disorder 
Cyclothymic personality Chronic depressive disorder 
Asthenic Personality Depressive character or personality 
Asthenic Personality Disorder Cyclothymic disorder 
Asthenic personality Cyclold personality 
ET Cyclothymic personality 
Dependent Personality Disorder 
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AER Disorders 


personality, in that they focused on chronic, trait-like 
depressive disorders. 

In 1969 Klein and Davis (45) described “‘character- 
ologic dysphorics," a subset (along with “‘hysteroid 
dysphorics") of “nonendogenomorphic unipolar de- 
pressives." The outstanding characteristic of these pa- 
tients is a chronic complaint of severe, subjective dis- 
tress and unhappiness”; "chronic" implies that this is 
“a predominant characteristic of most of the patient's 
adult life." These patients are constantly dissatisfied, 
apathetic, often manipulative, and have low self-es- 
teem. This seemed a heterogeneous group that was 
largely unresponsive to medication but sometimes im- 
proved with monoamine oxidase inhibitors (MAOIs). 

In 1975 Schildkraut and Klein (46) proposed a clas- 
sification of depressive disorders that included “‘chron- 
ic characterologic depressive syndromes"—chronic de- 
pressions that are typically “an inherent part of a 
lifelong personality problem." Characteristic symp- 
toms consisted of a mix of hysterical, borderline, and 
Schneiderian depressive traits. These researchers, too, 
posited that this syndrome was a heterogeneous col- 
lection of disorders, with some medication-responsive 
subtypes. i 

In 1977 Spitzer et al. (47) suggested that DSM-IT's 
depressive neurosis be replaced by three categories: 
unipolar depressive disorder, minor depressive disor- 
der, and chronic and intermittent depressive disorder. 
This last category, which “roughly correspond[ed] to 
the concept of depressive character or personality" 
(48), was defined as follows. It described "individuals 
who for at least the past two years have been bothered 
by depressed mood much of the time, with periods of 
normal mood lasting from a few hours to a few days 
.... There is usually no clear onset . . . . This disorder 
overlaps with the traditional category of neurotic de- 
pression." This depressive personality was included in 
the 1978 Research Diagnostic Criteria (48) and was 
found in a 1975—1976 community survey (49) to be 
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the most common psychiatric disorder, with a preva- 
lence of 4.5%. 

Spitzer was not the only researcher to propose dis- 
solution of D$M-IT's depressive neurosis. Kiloh et al. 
(50) called it a “diffuse entity," and Kendell (44) com- 
mented in his 1976 review that the considerable re- 
search on its validity was inconclusive. Klerman et al. 
(42) and Akiskal et al. (19) each empirically identified 
multiple meanings and outcomes of neurotic depres- 
sion and recommended that it be dropped because of 
its diagnostic and prognostic heterogeneity. There 
were also theoretical concerns. These included the im- 
plicit assumption that neurotic depression has a non- 
organic etiology (42) and the consequent risk of un- 
deruse of antidepressant medications, which were 
increasingly being shown to have value in the treat- 
ment of chronic, mild depressions (19, 42). These stud- 
ies and concerns paved the way for the dissolution of 
depressive neurosis—the repository of the depressive 
personality and the most common psychiatric diagno- 
sis of the 1970s. 


DSM-III: The Demise of Depressive Neurosis and 
the Move to Axis I 


Depressive neurosis did not entirely disappear from 
DSM-III—rather, like the other neuroses, it was put 
on axis I, where it was called dysthymic disorder (with 
depressive neurosis in parentheses). This axis I disor- 
der subsumed all chronic mild depressions, blending 
affective variants with the proposed characterologic 
types (10, 20). Equally significant was the loss of those 
DSM-II categories that might have come closer to cap- 
turing the essence of the European literature’s depres- 
sive personality. Cyclothymic disorder’s depressive 
subtype was dropped, and it was made an axis I affec- 
tive disorder. Neurasthenic neurosis and asthenic per- 
sonality, which were not empirically validated (51), 
simply vanished without notice or protest (41, 52). 
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The change from depressive neurosis to axis | affec- 
tive disorder rather than axis II personality disorder 
was one of DSM-III's most controversial (12, 53). It 
roused an outcry of protest, particularly from the psy- 
choanalytic community. Although DSM-III, published 
in 1980, was in theory *atheoretical," Cooper and 
Michels (54) argued that the substitution of depressive 
neurosis by dysthymic disorder actually had important 
theoretical implications—for example, the assumption 
that “‘all of the affective disorders share some biolog- 
ical commonality." It has also been stated that this 
change was based on "very limited empirical evidence" 
(15). However, evidence of compromise, noted by 
Akiskal (12), was DSM-IIPI's statement that “often the 
affective features of [dysthymic] disorder are viewed as 
secondary to an underlying personality disorder." An- 
other compromise was the retention of "depressive 
neurosis” in parentheses (54). Finally, DSM-IIP's text 
states that dysthymic disorder “was often referred to 
as Depressive Personality." 

The most widely voiced criticisms of dysthymic dis- 
order have been exactly those that plagued its prede- 
cessor, depressive neurosis—namely, its overinclusive- 
ness and “extreme” heterogeneity (12, 15, 26, 40, 41, 
55), which were only somewhat diminished by DSM- 
III-R. This has included its unclear overlap with the 
personality disorders (15) and its unstated inclusion of 
the mild chronic depressions with salient charactero- 
logic features so often seen in clinical practice (53). 
Consequently, several authors have suggested that a 
depressive personality disorder be teased out from dys- 
thymic disorder and placed on DSM-IV's axis II (41, 
$3, 56, 57). It has also been acknowledged that more 
empirical data are needed to support such a proposal 
(12). 


An Affective, Drug-Responsive Depressive 
Personality on Axis II? 


Akiskal, the most prolific and empirically minded 
researcher of chronic mild depressions, 1s among those 
who have proposed that a depressive personality dis- 
order be teased apart from dysthymia and put on axis 
II (4). However, unlike some other proponents, he con- 
siders this disorder an affective variant that is respon- 
sive to medication. 

Akiskal began his extensive work by studying DSM- 
IPs depressive neurosis, and, as noted earlier, in 1978 
he concluded that this category was too heterogeneous 
to have clinical value (19). The only clinically mean- 
ingful subset of this broad category——-24% of his sam- 

le—was a so-called characterologic depression, which 
3 suspected was still a heterogeneous category, a ““hy- 
brid concept” encompassing both affective and person- 
ality disorders (58). 

Akiskal then studied 150 patients with “pure” early- 
onset characterologic depression, defined as mild, 
chronic illness of early insidious onset (20, 58), which 
is similar to DSM-III dysthymic disorder. Patients with 
later-onset depression secondary to unipolar and non- 
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affective illness were excluded. A control group con- 
sisted of 40 patients with primary unipolar depression. 
Patients were evaluated with semistructured diagnostic 
interviews and studied for up to 10 years. 

The 150 patients with characterologic depression 
were then further divided—initially on the basis 
of nonrandomized medication response—into two 
subtypes: subaffective dysthymia and character-spec- 
trum disorder (12, 20, 58). Subaffective dysthymia 
(Akiskal’s later depressive personality) is characterized 
by the following: a favorable, and sometimes hypo- 
manic, response to tricyclic antidepressants, MAOIs, 
or lithium; shortened REM latency; family history of 
unipolar or bipolar affective disorder; unremarkable 
developmental history; and relatively good social out- 
come. On these measures the patients with subaffective 
dysthymia were similar to the unipolar control group. 
Other characteristics were equal sex distribution, in- 
determinate onset (usually evident before age 25), and 
a subsyndromal intermittent course; any superimposed 
full-blown depressions tended to be hypersomnic-re- 
tarded. Akiskal concluded that this group had an at- 
tenuated form of affective—perhaps bipolar—disorder 
(59). 

Of interest, the personality traits associated with 
subaffective dysthymia conform to traditional con- 
cepts of the depressive personality (60). Akiskal as- 
sessed these traits with the following modification of 
Schneider's criteria: 1) gloomy, pessimistic, serious, in- 
capable of enjoyment or relaxation; 2) quiet, passive, 
indecisive; 3) skeptical, hypercritical, complaining; 4) 
worrying, brooding; 5) duty-bound, conscientious, 
self-disciplining; 6) self-doubting, self-critical, self-re- 
proaching, self-derogatory; 7) preoccupied with inad- 
equacy, failure, and negative events to the point of 
morbid enjoyment of one's failures; and 8) habitual 
hypersomnolence and a tendency to psychomotor in- 
ertia, which is worse in the morning (4). 

In contrast, character-spectrum disorder (20, 58), a 
nonaffective disorder, has a quite different profile: 
poor response to thymoleptic drugs; normal REM la- 
tency; family history of alcoholism, sociopathy, and 
parental assortative mating but no affective disorder; 
childhood parental loss, separation, or divorce; poor 
social outcome; greater prevalence among females; on- 
set in childhood or adolescence; a subsyndromal con- 
tinuous dysphoria punctuated by transient insomniac- 
agitated, nonmelancholic depressive episodes; and 
polysubstance and alcohol abuse. Unlike the depres- 
sive personality traits of patients with subaffective dys- 
thymia, those with character-spectrum disorder have a 
“liberal mélange" of “unstable” character traits with 
passive-dependent, histrionic, antisocial, borderline, or 
schizoid features. 

Several investigators have supported Akiskal’s dif- 
ferentiation of these two chronic depressive subtypes. 
Rihmer (55) has observed similar profiles and has 
found that patients with subaffective dysthymia but 
not character-spectrum disorder have abnormal results 
on the dexamethasone suppression test and respond to 
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sleep deprivation. Hauri and Sateia (61) retrospec- 
tively confirmed Akiskal’s subtyping on the basis of 
REM latency. 

Although Akiskal first suggested that subaffective 
dysthymia was the true axis I dysthymic disorder (12), 
he has more recently proposed that this medication- 
responsive, affective variant constitutes a depressive 
personality and should be placed on axis II (4). He 
reasons that it has an early onset and is defined by 
traits rather than state, noting that the presumed “af- 
fective dysregulation is woven into the habitual self, 
probably on a life-long basis.” Akiskal suggests that 
this depressive personality is the earlier-onset counter- 
part of dysthymia. He believes that dysthymia should 
be retained on axis I but narrowed to denote a more 
symptomatic and later-onset disorder. Other research- 
ers agree that the depressive personality may corre- 
spond to the early-onset subtype of dysthymia (62, 
63). 

Akiskal’s other depressive subtype, character-spec- 
trum disorder, is similar to Winokur’s depressive-spec- 
trum disease (64, 65), Klein and Davis’s hysteroid dys- 
phoria (45), Blatt’s anaclitic depression (66), and Pfohl 
et al.’s description of patients with depression and per- 
sonality disorder (17). Akiskal suggests that it is a het- 
erogeneous mix of personality disorders with second- 
ary dysphorias that does not warrant categorization as 
a distinct entity (60). 


DISCUSSION 


It is notable that authors of diverse clinical and the- 
oretical orientations have, over many years, argued for 
the existence of a depressive personality and its inclu- 
sion in standard nosologic systems. The disorder’s pro- 
posed clinical features have been fairly consistent, and 
its clinical utility is evidenced by its presence in both 
the clinical literature (2, 36, 53) and the Schneiderian- 
based ICD-9 (52) (see figure 1). 

But how good is the evidence in its support? Many 
of the reviewed writings are clinical and theoretical 
rather than empirical in nature. Thus, most are limited 
by inadequate demographic and clinical data, a lack of 
comparison groups, and a lack of standardized diag- 
nostic criteria and personality assessments. Only 
Akiskal has assessed personality traits prospectively; it 
is not clear whether others did so during or after epi- 
sodes of affective illness, with the potential confound- 
ing of personality traits by affective state (8, 23, 67). 
Even Akiskal did not use blind raters, and he identified 
the depressive personality with the “admittedly crude” 
and unsystematically applied index of response to 
medications, psychotherapy, and social skills training 
(58). 

On the other hand, some of the empirical evidence is 
sufficiently sound to sustain interest in the depressive 
personality disorder. Akiskal used several external val- 
idators (e.g., family history and treatment response), 
such that his version of the depressive personality (sub- 
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affective dysthymia) largely meets the Robins and 
Guze criteria (68) for a valid diagnostic entity. As not- 
ed earlier, Schneider's criteria for this disorder are re- 
liable, and their validity is supported by correlation 
with Akiskal's external validators (60). And a 1975— 
1976 U.S. community survey (49) gives preliminary 
epidemiologic evidence about such a disorder. Overall, 
the empirical evidence (largely Akiskal’s) combines 
with the depressive personality's perceived clinical util- 
ity and historical tradition to suggest that it merits 
further study. 

Further study would first require the development of 
an inclusive set of descriptive characteristics, perhaps 
based on Akiskal's modification of Schneider's criteria, 
with the addition of others, such as dependency, com- 
monly cited in the literature. Subsequent field testing in 
clinical samples would allow assessment of their reli- 
ability, prevalence, internal consistency, and relation- 
ship to existing personality disorders. Study of patients 
without a concurrent major depressive episode or late- 
onset depressive features secondary to other psychiat- 
ric or medical illness would be desirable. If such work, 
currently in progress (D.N. Klein, personal commu- 
nication), supports the descriptive validity of this 
category, it should then be externally validated by ex- 
amining family history and course over time and, even- 
tually, by seeking etiologic sources. 

Evaluation of the depressive personality as a diag- 
nostic entity touches on several questions near the 
heart of psychiatric nosology: what are personality dis- 
orders, and how are they separable from the sympto- 
matic syndromes found on axis I? Both the psychoana- 
lytic view of a developmentally determined depressive 
character and the Germanic concept of an inherited 
"subaffective" depressive temperament (a genetically 
attenuated form of major affective disorder) are com- 
patible with current views of what personality disor- 
ders are—i.e., multidetermined conditions with biolog- 
ical, psychological, and social determinants (56, 69— 
71). Such a view bears on the issue of the axis l/axis II 
dichotomy. À common misconception is that axis I 
disorders are exclusively biogenetic and axis II disor- 
ders psychodevelopmental in origin (72). A more real- 
istic model that may apply to the depressive personal- 
ity is that of "spectrum" disorders. In this model, some 
axis I and axis II disorders may be linked by similar 
descriptive, therapeutic, and etiologic features; this has 
been demonstrated for schizophrenia on axis I and 
schizotypal personality disorder—an attenuated ge- 
netic variant of schizophrenia—oh axis If (73—75). It 
may be that a similar affective spectrum exists between 
major depression and dysthymia on axis I and an ear- 
ly-onset, trait-like axis Il counterpart (5, 56, 76). 

Despite such a postulated linkage, dysthymia and 
the depressive personality should be differentiated iri a 
clinically meaningful way (68). The depressive person- 
ality should have an early onset, which is not required 
for dysthymia. It should also be, by definition, more 
trait-like than state-like—i.e., more stable, durable, 
and resistant to change across situations and time than 
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the symptoms arising from a state such as dysthymia. 
It would follow that any medication-induced change in 
the depressive personality should not be rapid or dra- 
matic, as this would imply a more state-dependent psy- 
chopathology than is appropriate for categorization as 
a personality type. Similarly, such a change should not 
dramatically affect all domains of the disorder—t.e., 
behaviors, relationships, cognitions, and self-con- 
cept—as this would imply a single-factor etiology, 
which is unlikely to pertain to a personality disorder. 
The depressive personality may also be differentiated 
from dysthymia by different core features: a careful 
examination of its proposed descriptive features sug- 
gests that its core psychopathology may be. primarily 
cognitive, whereas dysthymia's may be affective and 
somatic. 

The depressive personality would be expected to dif- 
fer from major depression in similar ways. Presum- 
ably, given that major depression is more severe and 
usually less chronic than dysthymia, it would be even 
more clearly distinguishable from the depressive per- 
sonality. However, it seems possible that these two 
disorders could coexist or otherwise be related in ways 
outlined in this paper's introduction. These and other 
possibilities await elucidation by future research. 

Another important boundary issue is how the puta- 
tive depressive personality relates to other axis II dis- 
orders. Ás noted in this review, its overlap with the 
self-defeating personality (traditionally, the masochis- 
tic personality) is suggested by several psychoanalytic 
authors, and its overlap with obsessive-compulsive and 
dependent personalities is suggested by both psycho- 
analytic and German sources. Empirical evaluation is 
needed to assess these possible redundancies and their 
sources, the outcome of which should be reflected in 
DSM-IV. 

In summary, the depressive personality has a signifi- 
cant historical tradition and advocates from diverse 
clinical perspectives. Despite this support, to find a 
place in DSM-IV its clinical description and its com- 
plex interface with both axis J depressive disorders and 
axis II personality disorders must be further eluci- 
dated. As early proponents of this disorder, Kraepelin 
and Schneider, firmly believed, such clarification is es- 
sential to the validation and understanding of psychi- 
atric disorders. 
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Anxiety and Cerebral Blood Flow 


Roy J. Mathew, M.D., and William H. Wilson, Ph.D. 


The relationship between anxiety and cerebral blood 
flow (CBF) is of considerable clinical and research sig- 
nificance. Although a considerable amount of informa- 
tion is available on mechanisms through which anxtety 
may influence CBF, this topic has not received much 
attention in psychiatry. Earlier techniques for the meas- 
urement of CBF were cumbersome and invasive. With 
the advent of noninvasive techniques, study of CBF in 
psychiatric disorders, including anxiety, became easier, 
and a number of such studies have been conducted. In 
this article the literature on psychophysiological and 
clinical aspects of changes in CBF associated with anx- 
iety is reviewed. 

(Am J Psychiatry 1990; 147:838—849) 


i n the normal brain, cerebral blood flow (CBF) and 
cerebral metabolism are closely related to brain 
function (1), and both have been used in psychiatric 
research as indices of brain function (2). However, in 
the past, research on CBF was seriously limited by the 
invasive nature of the available measurement tech- 
niques. Nitrous oxide inhalation, the first quantitative 
CBF measurement technique, developed by Kety and 
Schmidt (3), was used extensively in neurophysiologi- 
cal and, to a lesser extent, psychiatric research. It was 
based on inhalation of subanesthetic doses of nitrous 
oxide, with serial measurements of the concentration 
of the gas in the internal jugular and arterial blood. 
The technique yielded a single value for the entire 
brain. This was followed by the intracarotid injection 
technique (4), which involved injection of a radioactive 
substance (xenon-133) into the internal carotid artery 
and monitoring the rate at which the isotope was 
washed out of different parts of the brain by recording 
the progressive decline in radioactivity over the scalp 
with a system of scintillation detectors. CBF was cal- 
culated from these scalp clearance curves. Once again 
the technique was not used extensively in psychiatric 
research because of the carotid arterial puncture. 
Obrist et al. (5) developed a totally noninvasive CBF 
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measurement technique in which intracarotid injection 
was replaced by xenon-133 inhalation. The earlier 
techniques, which depended on measurement of scalp 
radioactivity, could measure only blood flow to the 
superficial parts of the brain (cerebral cortex), where 
most of the measured radioactivity originated. Devel- 
opment of tomographic techniques such as single pho- 
ton emission computed tomography (SPECT) (6) and 
positron emission tomography (PET) (7) made subcor- 
tical CBF measurement possible. 

Availability of more sophisticated and totally non- 
invasive CBF measurement techniques facilitated re- 
search on psychiatric disorders, including anxiety (2). 
Such projects yielded information not only on abnor- 
mal brain function in psychiatric disorders but also on 
factors such as age, sex, autonomic nervous system, 
blood viscosity, and CO, levels, which influence CBF 
(8). This article discusses different ways in which anx- 
iety influences CBF; reviews studies on stress and CBF, 
anxiety and resting CBF, and changes in CBF associ- 
ated with induced anxiety; and discusses the clinical 
relevance of these studies. 


PHYSIOLOGICAL CONSIDERATIONS 
Arousal and CBF 


The concept of arousal is important to the neuro- 
physiology of anxiety. In simple terms, arousal refers 
to levels of generalized, diffuse activation of the brain 
mediated by the brainstem reticular activating system 
(9-13). Arousal is a continuum ranging from drowsi- 
ness, coma, and sleep at one extreme to high activation 
states such as rage, anxiety, panic, and ecstasy at the 
other. 

A number of experiments point to an association 
between CBF and arousal. Juge et al. (14) demon- 
strated correlations between flow to the brainstem-cer- 
ebellar region, which houses the reticular formation, 
and states of awareness as judged by clinical and EEG 
evaluations in semicoma, stupor, slow wave sleep, 
drowsiness, rest, activation, REM sleep, and epileptic 
seizures. Ingvar et al. (15) found reduced CBF and 
cerebral metabolism in a 60-year-old patient in a co- 
matose state following an acute vascular lesion of the 
brainstem in the absence of any significant pathology 
in the cerebral cortex. Ingvar and Soderberg (16) also 
demonstrated increase in CBF related to EEG patterns 
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evoked by brainstem stimulation. The involvement of 
brain regions other than the reticular formation in 
arousal is of considerable importance but is less well 
understood; available information implicates a num- 
ber of limbic structures (17—20). 

The frontal lobe has been identified as the cortical 
region having the most intimate connections with the 
arousal system (21). A large body of clinical and ex- 
perimental evidence (21—24), especially that provided 
by Luria, implicates frontal lobes in the maintenance 
of arousal. The well-known EEG pattern of predomi- 
nantly high frequency and low voltage over the fron- 
tal lobe during wakefulness supports this hypothesis. 
In addition to arousal, more complicated functions 
closely related to wakefulness, such as abstract thought, 
synthetic reasoning, and organization of independent 
behaviors in time and space toward future goals, have 
been ascribed to the frontal lobes (25). 

One would expect frontal flow to be higher under 
conditions of resting wakefulness. Indeed, an impres- 
sive volume of literature supports this possibility (26, 
27). This finding was first reported by Ingvar and as- 
sociates (26) with the intracarotid xenon-133 injection 
technique (4). Subsequently, it was confirmed by large 
numbers of investigators (27). However, several more 
recent studies could not replicate it, and the concept 
of hyperfrontality of CBF distribution, which was well 
accepted at one time, has become a controversial mat- 
ter. The major source of confusion seems to be whether 
CBF was measured with two-dimensional techniques 
(xenon-133 intracarotid injection or inhalation) (27— 
30) or three-dimensional techniques (PET, SPECT, 
stable xenon CT) (29, 31). Both two- and three-dimen- 
sional techniques are based on the rate of accumula- 
tion and/or clearance of radioactive tracers by the 
brain. In two-dimensional techniques, the rate of clear- 
ance is estimated by recording the progressive decline 
of radioactivity with stationary scintillation detectors 
applied to the scalp. The detectors register radiation 
mostly from the superficial parts of the brain (cortex), 
since the tracer used (xenon-133) is a low gamma en- 
ergy emitter (81 kiloelectron volts [keV]) (28). PET 
scans use positron-emitting tracers that produce higher 
gamma energy photons (511 keV) from annihilation 
reactions, and tomographic slices of the brain are 
taken with rotating gantries of scintillation detectors 
(29). Thus, the nature of the information provided by 
the two types of techniques varies substantially, and 
both approaches have advantages and disadvantages. 
This topic has been reviewed elsewhere (27). 

If the frontal lobe is intimately associated with 
arousal, induction of arousal should be associated with 
increases in frontal circulation. Risberg et al. (32) stud- 
ied changes in CBF associated with the administration 
of a problem-solving test. During the first test admin- 
istration, both frontal and posterior flow increased. 
The second test, however, was associated with in- 
creases in posterior flow only; frontal flow remained 
the same. The initial increase in frontal flow was as- 
cribed to the arousal associated with the novelty of the 
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test, which was absent during repetition of the test. 
Word-pair learning and recall (33), the digit-span 
backward test and reasoning tests (34), a right-left dis- 
crimination test (35), the Wisconsin Card Sort (36), 
and sensory stimulation (37) were found to increase 
frontal flow. Deutsch et al. (38) found right frontal 
activation in data from 121 CBF measurements con- 
ducted under a variety of attention-demanding tasks. 
However, other investigators could not find changes in 
frontal flow during administration of the Raven Pro- 
gressive Matrices (39) and right-left discrimination 
tests to young subjects (40). 

Reduction in arousal through tranquilization in- 
duced with nonsedating doses of diazepam was found 
to reduce frontal perfusion (41). Slow wave sleep at- 
tenuates the frontal pattern of CBF distribution (42), 
and hyperfrontality is absent in comatose states (43). 

Although the frontal lobe is intimately associated 
with arousal, other brain regions are also activated in 
a diffuse manner by changes in arousal. A parallel re- 
lationship between cortical flow in general and arousal 
levels has also been reported (44). 


Catecholamines and CBF 


Increases in blood levels of epinephrine and norep- 
inephrine are well-known accompaniments of stress 
and acute anxiety (45). Intravenous epinephrine in- 
creased CBF and cerebral metabolism in animals (46, 
47), Earlier studies, including those conducted with the 
nitrous oxide inhalation technique (3), indicated in- 
creased CBF tollowing epinephrine infusion and no 
change or a decrease following norepinephrine infu- 
sion (48—51). More recent studies by Olesen and as- 
sociates (52) with the xenon-133 intracarotid injection 
technique did not show changes in cortical flow after 
intracarotid injections of isoprenaline and epinephrine 
in patients with a variety of neurological disorders. 

We measured anxiety and CBF with the xenon-133 
inhalation technique before and after infusions of epi- 
nephrine (0.2 ug/kg per minute) or normal saline in 38 
normal volunteers (16 male and 26 female) (53). In a 
randomized, double-blind study, half of the subjects 
(eight male and 13 female) received epinephrine and 
half received saline. In the epinephrine group, end-tidal 
levels of CO, (PEco;) decreased nonsignificantly. 
There were no differences in state anxiety (State-Trait 
Ánxiety Inventory) (54) either between or within 
groups before or after infusions. Somatic anxiety (55) 
did show a significant increase in the epinephrine 
group but not in the placebo group. CBF showed a 
significant increase after epinephrine and a decrease 
after saline infusions (F=7.84, df=1, 36, p<0.008), 
Which were still present after corrections for changes in 
CO, (56). Physiological indices, rating scale scores, 
and regional CBF values were not significantly corre- 
lated. Epinephrine given parenterally is known to 
cause anxiety and panic in predisposed individuals (9, 
57), but when given intrathecally it induces sedation 
(58, 59). Epinephrine-induced somatic symptoms such 
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as palpitations might trigger anxiety in individuals 
who have formed associations between the two (9, 57). 
Thus, it is conceivable that an increase in “arousal” 
induced by epinephrine was responsible for the change 
in CBF, 

An extensive body of literature is available on the 
effects of intracarotid and intraventricular infusions 
and cortical applications of norepinephrine, epineph- 
rine, and other neurotransmitters on CBF. A number 
of these substances have both vascular and metabolic 
effects on the brain. Cerebral blood vessels also con- 
tain enzymes for the synthesis and destruction of these 
neurotransmitters (60). Norepinephrine and other 
neurotransmitters have been shown to innervate cere- 
bral capillaries (intraparenchymal innervation) and 
form varicosities from which neurotransmitters are re- 
leased. The physiological significance of intraparen- 
chymal innervation is unclear (61). 


CBF 


Autonomic nervous system activation, especially 
that of the sympathetic division, is an integral part of 
acute anxiety (45). Nerve fibers containing epineph- 
rine, norepinephrine, and acetylcholine have been 
demonstrated in the pial walls and cerebral parenchy- 
mal capillaries (61-63). The fibers containing epineph- 
rine and norepinephrine are believed to originate from 
the cervical sympathetic ganglia; the origin of the cho- 
linergic fibers is controversial. Nerve endings on cere- 
bral blood vessels contain considerable amounts of 
norepinephrine and have an active, specific update 
mechanism. The adrenergic agonists phentolamine and 
yohimbine release tritiated norepinephrine from brain 
blood vessels preloaded with the labeled neurotrans- 
mitters, and this efflux is reduced by clonidine (62, 63). 

CBF response to sympathetic stimulation varies 
across different species; in humans a 596—1596 reduc- 
tion in CBF is seen (61—63). There is general consensus 
that cerebral blood vessels are less responsive to sym- 
pathetic stimulation than are peripheral blood vessels 
(61—63). Thus, in normal persons the autonomic ner- 
vous system may have only an insignificant role in the 
control of CBF, even during anxiety. However, it is 
possible that the cerebral vasculature in anxious pa- 
tients is much more sensitive to sympathetic activa- 
tion; patients with panic disorders have been shown to 
be oversensitive to sympathetic stimulation in the pe- 
riphery (64). 


Hemorbeology and CBF 


According to Poiseuille's law, the rate of flow of a 
homogeneous fluid through a tube is inversely propor- 
tional to its viscosity (65). CBF is increased and de- 
creased in conditions associated with low and high 
blood viscosity, respectively. It is unclear whether this 
inverse relationship is a direct function of alterations in 
hemorheology or whether it is related to the associated 
changes in oxygen delivery to the brain (66, 67). Ear- 
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lier research suggested a syndrome (known as stress 
polycytosis) characterized by a hematocrit of 50—56 
ml/100 ml and a hemoglobin value between 16 and 18 
g/100 ml in males (68, 69). However, most studies on 
stress polycytosis involved hematocrit measures in sub- 
jects with vague symptoms of anxiety, in patients re- 
ferred to hematology clinics with elevated hematocrits 
of unknown origin, in patients with a wide variety of 
ill-defined psychiatric disorders, and in patients with 
hypertension. 

We studied hematocrits before and after double- 
blind epinephrine infusions (0.2 g/kg per minute) in 
12 medication-free patients (six male and six female) 
with generalized anxiety disorder (DSM-III), whose 
mean+SD age was 37.817 years, and an equal vol- 
ume of saline in another 12 patients (six male and six 
female) with the same disorder, aged 38.8:-13 years 
(70). The preinfusion hematocrits in both groups of 
patients were identical to that of a matched group of 
control subjects (six male and six female), aged 39.5+ 
12 years. In spite of significant epinephrine-induced 
increases in state anxiety (State-Trait Anxiety Invento- 
ry), pulse, and systolic blood pressure, there were no 
differences between the epinephrine and saline groups 
in postinfusion hematocrit. 

Induction of anxiety with CO, inhalation, acetazo- 
lamide infusions, and marijuana smoking were not ac- 
companied by any changes in hematocrit. In addition, 
we have not found hematocrit to be a significant pre- 
dictor of CBF in normal subjects under resting condi- 
tions (8). It may be that hematocrit within normal 
range exerts only minimal influence on CBF. 

The validity of the concept of stress polycytosis is 
questionable. However, the concept cannot be com- 
pletely discarded. We found significantly higher hemat- 
ocrits in patients with either schizophrenia or depres- 
sion than in matched control subjects (33, 71). None 
of the indices of psychopathology was correlated with 
hematocrit. Stress is difficult to measure, and it is un- 
clear whether this elevation in hematocrit was related 
to the discomfort associated with the illnesses. 


CO, and CBF 


Anxiety is often accompanied by an increase in res- 
piratory rate and reduced arterial levels of CO, (45). 
Hyperventilation is a common symptom of acute anx- 
iety and panic, and hypocapnia has been held respon- 
sible for a number of somatic symptoms of acute anx- 
iety (72). CO, is a potent cerebral vasodilator (8, 56). 
Thus, hyperventilation and consequent hypocapnia de- 
crease CBF. Hypocapnia also causes alkalosis, leading 
to reduction in oxyhemoglobin dissociation (Bohr ef- 
fect), which may reduce oxygen metabolism (72). The 
changes in CBF due to hypocapnia are an important 
factor to be taken into consideration in studies that use 
CBF to examine changes in brain function associated 
with anxiety. 
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Perfusion Pressure and CBF 


Anxiety-related increases in pulse rate and blood 
pressure (45) are of limited relevance to CBF, which is 
autoregulated (73). However, a profound increase or 
decrease in blood pressure can interfere with CBF. In 
addition, acute changes in blood pressure can disrupt 
the blood-brain barrier and cause extravasation of va- 
soactive substances into the brain. However, it is un- 
clear whether the increase in blood pressure associated 
with acute anxiety is sufficient to disrupt the blood- 
brain barrier. 


STRESS AND CBF 


In animals stress induced by immobilization for 5— 
10 minutes was found to increase CBF and cerebral 
metabolism by up to twofold (74, 75). However, a few 
investigators also reported a decrease in CBF (due to 
hyperventilation and hypocapnia) in association with 
immobilization (76, 77). The mechanism responsible 
for the increase in CBF, on the other hand, is contro- 
versial. Epinephrine was considered responsible by 
some investigators, since prior adrenalectomy and/or 
administration of propranolol abolished this change in 
CBF. Under normal conditions, epinephrine present in 
the peripheral blood does not cross the blood-brain 
barrier (78). However, anxiety-related increase in 
blood pressure might disrupt the blood-brain barrier 
with extravasation of epinephrine into the brain. In- 
crease in arousal is another possible explanation. 

Sharma and Dey (79) found increased blood-brain 
barrier permeability in rats after 8 hours of immobili- 
zation, but in their study, CBF was diminished by 2%— 
37% in 12 of 14 regions. Dahlgren et al. (80) demon- 
strated regional variations in the CBF response to 
immobilization stress in rats. They found increased 
blood flow to cortical regions such as the frontal and 
parietal lobes and reduced flow in other brain regions 
such as the inferior colliculus, superior olive, hippo- 
campus, and septal nuclei. 

Lasvennes et al. (81) compared freely moving rats 
and mildly restrained rats. The restrained rats showed 
more evidence of stress, as indicated by elevated heart 
rate, blood pressure, and cortical flow. Frontal and 
parietal cortical CBF was more elevated in the freely 
moving rats than in the stressed ones. The absence of 
greater differences in CBF between the two groups of 
animals was explained on the basis of the mutually 
antagonistic effects of two anxiety-related factors on 
CBF: cerebral vasoconstriction secondary to increased 
blood catecholamine levels and arousal-related in- 
crease in CBF. 

Ledoux et al. (82) measured local CBF in rats during 
the processing of environmental stimuli. Presentation 
of a tone increased CBF in the auditory pathways. 
However, when an animal had been previously condi- 
tioned to fear the tone, blood flow increased in the 
hypothalamus and amygdala. The increase in CBF was 
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explained on the basis of local increases of neuronal 
activity. 

Undergoing CBF measurements can be stressful, and 
in most “normal” subjects, the emotional response 
may not be well differentiated. Gur et al. (83) exam- 
ined the relationship between stress (anxiety) and meas- 
urement of CBF and cerebral metabolism in two 
groups of normal volunteers. In the first group, CBF 
was measured with the xenon-133 inhalation tech- 
nique, and in the second group, glucose metabolism 
was estimated with PET. They found an inverted-U 
relationship between CBF and anxiety measured with 
the State-Trait Anxiety Inventory. Mild to moderate 
degrees of anxiety increased CBF, and more severe 
anxiety had the opposite effect. Cerebral metabolism 
of glucose was not related to relatively mild degrees of 
anxiety, but high anxiety had a negative relationship 
with cerebral metabolism. 

When CBF is measured repeatedly during rest, val- 
ues during the second measurement tend to be lower 
than those during the first; no additional changes are 
seen after the second measurement (84). Although 
these changes in CBF tend to be mild and often statis- 
tically nonsignificant, they do seem to represent CBF 
concomitants of stress reduction secondary to becom- 
ing familiar with the measurement procedure. 

Sokoloff et al. (85) reported no changes in CBF (with 
the nitrous oxide inhalation technique) following a 
mental arithmetic task that produced peripheral sym- 
pathetic activation. Under normal conditions, changes 
in brain function induced with such tasks should cause 
an increase in CBF. The absence of such an increase 
suggests that sympathetic activation overshadowed 
this effect. Task administration was not associated 
with significant changes in CQ. 

Shakhnovich et al. (86) studied change in CBF in- 
duced by mental activity (speaking and counting) by 
using the hydrogen polarographic method. The test 
induced significant increases in CBF in subjects who 
showed no increase in pulse rate and muscle blood 
flow. However, there was no increase in CBF in those 
who showed increased pulse rate and peripheral circu- 
lation. These findings support the hypothesis that a 
cerebral vasoconstrictor factor, probably sympathetic 
activation, limits the increase in CBF induced by be- 
havioral tasks. 

Reiman et al. (87) obtained PET measurements of 
regional CBF in eight healthy volunteers before, dur- 
ing, and after anticipation of a painful electric shock. 
The subjects were told that no shock would be deliv- 
ered during the first and third measurements but that a 
painful electric shock would be delivered sometime 
within the 2-minute period after the tracer administra- 
tion for the second measurement. They were also told 
that the severity of the shock was likely to increase 
with the length of time before its arrival. During an- 
ticipation of the shock, when the subjects were anx- 
ious, significant increases in blood flow in bilateral 
temporal poles near the anterior aspect of the lateral 
sulcus were found. Global CBF was not reported. 
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Animal studies on the effects of stress on CBF have 
not yielded consistent results. Both decrease and in- 
crease in global CBF and regional differences have 
been reported. When hyperventilation and reduced 
CO, levels were controlled, the change in CBF seemed 
to be one of increase. The precise mechanism respon- 
sible for this finding is unclear. Increase in nonspecific 
arousal is one possibility. The role played by disrup- 
tion of the blood-brain barrier and extravasation of 
epinephrine is uncertain. It is unclear to what extent 
these results can be extrapolated to anxiety in humans. 

The concept of stress is rather diffuse and vague, and 
its relationship to anxiety disorders is complex. Selye 
(88) defined stress as the “non-specific response of the 
body to any demand made upon it,” regardless of 
whether the demand is of a pleasant or an unpleasant 
nature. It is also uncertain whether anxiety and the 
associated physiological changes can be subsumed un- 
der ‘nonspecific response." Information obtained 
from normal subjects suggests that there is an increase 
in CBF with mild degrees of anxiety. Subjects who 
become severely anxious seem to show a decrease in 
CBF. The poles of the temporal lobes may be the brain 
regions most closely associated with this phenomenon. 


ANXIETY AND CBF UNDER RESTING CONDITIONS 


We measured CBF with the xenon-133 inhalation 
technique in nine right-handed subjects who had the 
DSM-III diagnosis of generalized anxiety disorder and 
in nine control subjects matched for age, sex, and hand 
preference (89). There were no significant differences 
between the anxious patients and the control subjects 
in CBF, PEco,, pulse, and blood pressure. However, 
the patients showed significant inverse correlations be- 
tween left and right hemisphere CBF and state anxiety 
as measured with the State-Trait Anxiety Inventory 
(left hemisphere, r=—0.63, df=7, p<0.03; right hemi- 
sphere, r=—0.67, df=7, p<0.02). 

Reiman et al. (90) studied resting CBF with PET in 
10 patients with panic disorder (DSM-III) and in six 
normal contro! subjects. Subsequently, all patients and 
two control subjects received intravenous infusions of 
sodium lactate (10 mg/kg of 100-mM pDt-sodium lac- 
tate given over 20—30 minutes). The panic disorder 
patients who did and did not panic during the infusion 
and the normal control subjects were compared on 
resting CBF values. The three groups of subjects did 
not differ significantly in CBF to the whole brain or to 
the left or right hemisphere or in the left-to-right ratio 
of hemispheric CBF. The subjects were compared on 
left-to-right ratios for CBF in seven preselected regions 
(parahippocampal gyrus, hippocampus, hypothalamus, 
orbitoinsular gyri, anterior cingulate gyrus, amygdala, 
and inferior parietal lobule). Patients who developed 
panic following lactate showed a significantly lower 
right-to-left ratio in the parahippocampal gyrus than 
did the other two groups. The investigators were not 
able to determine whether the asymmetry was due to 
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decreased left or increased right CBF values in the 
parahippocampal gyrus, since the absolute CBF values 
in both regions were within the normal range. 

When these investigators reanalyzed the data with 
20 additional neurologically normal volunteers, 19 of 
them showed ratios of parahippocampal blood flow 
identical to those of the original normal control group. 
One volunteer who had a high ratio comparable to 
that of the lactate-sensitive panic disorder patients was 
found to suffer from panic disorder, and she responded 
to lactate infusions with panic. 

Reiman et al. (91) extended the findings of their first 
study with a larger number of subjects. In the second 
study, they included 16 patients with panic disorder; 
eight were vulnerable to lactate-induced panic and 
eight were not. Twenty-five normal control subjects 
were recruited for this project. The subjects included 
patients and control subjects from the previous proj- 
ect. Again, the two patient groups and the control 
group were compared on indices of CBF and cerebral 
metabolism by using whole brain and regional values. 
The second study replicated the original finding of 
asymmetry of parahippocampal blood volume in pa- 
tients with panic disorder who were vulnerable to lac- 
tate infusion. However, in this study, demarcation be- 
tween the three groups of subjects on this index was 
not as sharp as it had been in the first investigation. 
Lactate-sensitive panic disorder patients also had ab- 
normal asymmetries of parahippocampal blood vol- 
ume and metabolic rates for oxygen with significantly 
lower left-to-right ratios. Analysis of parahippocampal 
measurements on each side suggested an abnormal in- 
crease in right parahippocampal measures in the lac- 
tate-sensitive panic disorder patients. There were no 
significant differences between the groups in left para- 
hippocampal indices of blood flow or metabolism. As 
a matter of fact, the left hemisphere values were some- 
what higher for the lactate-sensitive panic disorder 
group than for the others. Lactate-sensitive panic dis- 
order patients also showed a significantly higher whole 
brain metabolic rate for oxygen. This group of sub- 
jects, however, did not differ from the second group of 
patients in degree of anxiety experienced during the 
PET scan. 

The results of our study (89) and those of Reiman et 
al. are not directly comparable because of the substan- 
tial differences in method and CBF measurement tech- 
nique. We measured CBF with the xenon-133 inhala- 
tion technique in patients with generalized anxiety 
disorder, while Reiman et al. used PET scans to mea- 
sure CBF in lactate-sensitive and lactate-insensitive 
panic disorder patients. In our study, no differences 
were found between the anxiety disorder patients and 
the control subjects. The only positive finding was a 
significant inverse correlation between state anxiety 
and CBF. The studies done by Reiman et al. provided 
results of considerable heuristic significance. The hip- 
pocampal area has been implicated in the control of 
anxiety (18). However, physiological differences be- 
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tween lactate-sensitive and lactate-insensitive panic 
disorder patients are difficult to explain. 


CHANGES IN CBF ASSOCIATED WITH ANXIETY 
INDUCTION 


Caffeine is one of the most widely used psychotropic 
agents; it is known to induce anxiety in normal sub- 
jects and patients with anxiety disorders and to pre- 
cipitate panic attacks in predisposed individuals (92). 
We measured CBF before and 30 and 90 minutes after 
250 mg of caffeine was given to 14 physically and 
mentally healthy subjects (93). Ten matched volun- 
teers received placebo. A statistically significant de- 
crease in CBF was seen both 30 and 90 minutes after 
caffeine, none after placebo. The drug was not associ- 
ated with any significant physiological changes or 
changes in state anxiety (State-Trait Anxiety Invento- 
ry). Cerebral vasoconstriction induced by caffeine has 
been previously reported (93). However, this change in 
CBF was independent of changes in state anxiety and 
sympathetic activity. It is possible that this dose of 
caffeine was sufficient only to induce cerebral vasocon- 
striction, not anxiety. 

In another study (94), we measured CBF before and 
15 minutes after 250 mg of caffeine was given intra- 
venously to eight patients with generalized anxiety dis- 
order who had been drug free for 2 weeks, to nine 
panic disorder patients (DSM-III-R), and to nine nor- 
mal volunteers. Another nine volunteers received in- 
travenous injections of saline in double-blind fashion. 
The subjects were also questioned about DSM-III-R 
symptoms of panic immediately after the experiment 
and 24 hours later by telephone. The four groups of 
subjects who participated in the study did not differ 
significantly in age or sex distribution. Caffeine admin- 
istration was associated with statistically significant 
decreases in CBF (22.3% less than at baseline), but 
there were no changes after placebo. Caffeine did not 
bring about significant changes in PEco,. The decrease 
in CBF was similar in all brain regions for the three 
caffeine groups. Caffeine did not cause any significant 
changes in state anxiety (State-Trait Anxiety Inven- 
tory) in the patients; however, the normal control sub- 
jects who received caffeine reported increases in anxi- 
ety. None of the participants reported panic attacks 
after the drug or placebo for up to 24 hours. It is 
possible that the dose of caffeine we used was too low 
to induce significant increases in anxiety. 

Epinephrine is known to induce anxiety in predis- 
posed persons (57, 92). We measured CBF with the 
xenon-133 inhalation technique before and 2 minutes 
after intravenous infusions of epinephrine or saline 
given under double-blind randomized conditions to 40 
patients with generalized anxiety disorder (95). 
Twenty patients received epinephrine (0.2 g/kg) and 
20 others saline. Epinephrine infusions caused signifi- 
cant increases in state anxiety (State-Trait Anxiety In- 
ventory), respiration, and pulse rate and nonsignificant 
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decreases in PECo,. There were no significant differ- 
ences between the epinephrine and saline groups in 
hemisphere or regional CBF before and after the infu- 
sions, with and without PEco, corrections. However, 
in the epinephrine group, significant inverse Pearson 
correlations were found between state anxiety and 
CBF (right hemisphere, r= —0.51, df=18, p<0.05; left 
hemisphere, r=—0.52, df=18, p<0.05), whereas in 
the saline group, the relationship was positive (right 
hemisphere, r=0.50, df=18, p<0.05; left hemisphere, 
r=0.44, df=18, p<0.05). 

CO, inhalation is another technique that has been 
used by several investigators to induce anxiety in pa- 
tients with panic attacks (92). We measured CBF and 
anxiety before and during (30 minutes later) adminis- 
tration of 5% CO, to nine patients with generalized 
anxiety disorder who had been medication free for 2 
weeks and to matched normal control subjects (96). 
CO, inhalation was not associated with an increase in 
state anxiety in the patient or control group as a 
whole. However, all participants who inhaled CO, 
showed significant CO;-related increases in CBF. The 
patients and control subjects who reported anxiety in- 
creases during CO, had less marked increases in CBF 
during CO, inhalation. There were no differences be- 
tween the two groups (anxious and not anxious) in age 
or PEco, during the second measurement. There was a 
significant inverse correlation between CBF and state 
anxiety for the entire group (r=—0.40, df=24, 
p<0.05). The results of these studies indicated that the 
patients and control subjects who became anxious 
showed less marked increases in CBF during CO, in- 
halation. Similar findings were reported by Busija and 
Heistad (97). They showed that electric and reflex ac- 
tivation of the sympathetic nervous system reduces 
CBF and increases cerebral vascular resistance during 
hypercapnia in anesthetized cats and awake dogs. 

Acetazolamide is known to inhibit carbonic anhy- 
drase (which normally catalyzes the hydration of CO, 
and hydrolysis of carbonic acid) and to induce hyper- 
carbia. We monitored anxiety (State-Trait Anxiety 
Scale and somatic anxiety symptoms), physiological 
changes, and CBF before and after double-blind intra- 
venous injection of 1 g of acetazolamide in 13 panic 
disorder patients and saline in 10 other panic disorder 
patients, all of whom had been drug free for 4 weeks 
(98). The patients were questioned about DSM-III-R 
symptoms of panic immediately after the experiment 
and 24 hours later. None of the participants reported 
panic attacks after receiving acetazolamide, and there 
was no significant change in somatic anxiety symp- 
toms or state anxiety after receiving the drug. Subjects 
who received acetazolamide showed highly significant 
increases in CBF. Once again, when the patients who 
reported increased anxiety were separated from those 
who did not, the former showed less marked cerebral 
vasodilation, similar to the findings of the CO, inha- 
lation study (99). 

Marijuana has sympathomimetic properties, and it 
often induces anxiety and panic in inexperienced users. 
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We measured CBF before and after marijuana smoking 
in experienced and inexperienced subjects (100). A 
high-potency marijuana cigarette (2.2% tetrahydro- 
cannabinol) was given to each subject 60 minutes be- 
fore the second CBF measurement. CBF was measured 
twice, with an interval of 60 minutes, in 15 inexperi- 
enced smokers under resting conditions. Mood changes 
during the CBF measurements were quantified with the 
State-Trait Anxiety Inventory and the Profile of Mood 
States (POMS) (101). The inexperienced smokers, but 
not the experienced smokers, showed significant in- 
creases in state anxiety (State-Trait Anxiety Inventory 
and POMS), blood pressure, pulse rate, and respira- 
tion after smoking marijuana. The inexperienced 
group showed significant decreases in CBF in all brain 
regions after marijuana; there were no significant re- 
gional differences. The experienced smokers, on the 
other hand, showed an increase in CBF. Changes in 
state anxiety (State-Trait Anxiety Inventory and 
POMS) and pulse rate showed significant inverse cor- 
relations with CBF to almost all brain regions. 

Zohar et al. (102) evaluated changes in CBF associ- 
ated with anxiety in patients with obsessive-compul- 
sive disorder. CBF was measured with the xenon-133 
inhalation technique under three conditions: relax- 
ation, imaginal flooding, and in vivo exposure to a 
phobic stimulus. During the relaxation condition, the 
patient listened to a taped description of a relaxation 
scene. During the imaginal flooding condition, the pa- 
tient listened to a description tailored to his or her 
“contamination fear.” During the in vivo exposure 
condition, a specific contamination object was applied 
to the dorsum of the right hand of each patient while 
he or she listened to the tape that had been used during 
imaginal flooding. Subjective ratings of anxiety showed 
incremental increases from the relaxation to the imag- 
inal flooding to the in vivo exposure condition. Parallel 
changes were also seen in blood pressure (systolic and 
diastolic) and heart rate; however, PEco, did not show 
significant changes during the three conditions. Global 
CBF showed a nonsignificant increase during imaginal 
flooding; for the temporal cortex (both sides together) 
it reached significance. However, imaginal flooding 
was associated with significant decreases in global and 
all regional flow values. 

Stewart et al. (103) measured CBF with SPECT in 10 
drug-free patients with panic disorder and in five nor- 
mal control subjects during rest or saline infusion and 
during sodium lactate infusion. Lactate induced panic 
in six patients and none of the control subjects. All 
participants showed increases in CBF during lactate 
infusion. However, patients who panicked showed 
smaller increases or decreases in CBF. Changes in CBF 
and severity of panic were not correlated. The effect of 
hypocapnia on the reduction in CBF could not be as- 
sessed, since the investigators did not measure CQ . 

Woods et al. (104) measured regional CBF with 
SPECT, after intravenous injections of 0.4 mg/kg of 
yohimbine and saline on separate days, in six drug-free 
patients with panic disorder and six control subjects. 
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Yohimbine decreased bilateral frontal cortical blood 
flow (relative to the rest of the brain) consistently, in 
comparison to placebo, in the patients but not in the 
control subjects. The panic disorder patients experi- 
enced higher anxiety levels after receiving yohimbine. 

Reiman et al. (105) measured regional CBF with 
PET in patients with panic disorder (DSM-IIJ-R) and 
in normal control subjects before and during lactate 
infusion. During the infusion, eight patients had anx- 
iety attacks, while nine patients and 15 control sub- 
jects did not. With the exception of one patient, the 
participants had been medication free for 2 weeks 
prior to the study. Patients who panicked had signifi- 
cantly greater increases in anxiety symptoms and in 
systolic and diastolic blood pressure and significantly 
greater decreases in arterial CO, levels during lactate 
infusion. They also showed significant increases in 
CBF bilaterally in the temporofrontal cortex, bilater- 
ally in the insular cortex and the claustrum, bilateraily 
in or near the superior colliculus, and in or near the left 
anterior cerebellar vermis. Lactate infusion was not 
associated with significant changes in regional CBF in 
the nonpanicking patients or the control subjects. 
Global CBF was not reported. 

Mountz et al. (106) also used PET to examine the 
effect of state anxiety on CBF in seven right-handed, 
premenopausal women with histories of animal pho- 
bia (DSM-IID and in eight age-matched female control 
subjects. All subjects had been drug free for a period of 
1 month. CBF measurements were performed five 
times: at rest, during confrontation with the phobic 
object, at rest again, a second time during confronta- 
tion, and, finally, at rest. The phobic stimuli produced 
marked and repeated increases on both the objective 
and subjective measures of anxiety. There were no sig- 
nificant differences on these measures among the three 
rest scans or the two confrontation scans. The signifi- 
cant physiological changes included increases in heart 
rate and blood pressure and a decrease in arterial levels 
of CO,. Analysis of absolute global and regional CBF 
showed significant differences across rest and confron- 
tation scans, with lower values in the two confronta- 
tion scans. There were no significant blood flow dif- 
ferences among the rest scans or the confrontation 
scans. The data were reanalyzed after correcting the 
CBF for hypocapnia with an experimentally estab- 
lished equation. This analysis failed to show differ- 
ences in global or regional blood flow between the 
confrontation and rest scans. 

The number of studies on changes in CBF associated 
with anxiety induction is too small to draw firm con- 
clusions. However, it seems safe to state that all avail- 
able studies indicate a cerebral vasoconstrictive factor 
associated with severe anxiety. Anxiety induced by epi- 
nephrine infusions in patients with generalized anxiety 
disorder were correlated inversely with global CBF. 
Generalized anxiety disorder patients who became 
anxious after CO, inhalation and panic disorder pa- 
tients who became anxious after acetazolamide showed 
less increase in CBF than those who did not become 
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anxious. Anxiety induced by marijuana smoking in in- 
experienced users was associated with a decrease in 
CBF. Panic disorder patients who panicked after lac- 
tate infusion had a smaller increase or a decrease in 
CBF. Induction of anxiety with yohimbine in panic 
disorder patients was associated with a decrease in 
frontal flow bilaterally. Severe anxiety induced by in 
vivo exposure to a feared object decreased CBF in pa- 
tients with obsessive-compulsive disorder. Although 
hypocapnia could account for the decrease in CBF in 
some studies, in several others it could not. 

Buchsbaum et al. (107) conducted a PET study on 
the effects of benzodiazepines on regional glucose met- 
abolic rates in patients with anxiety disorders. Eigh- 
teen generalized anxiety disorder (DSM-IIT) patients 
entered a 21-day double-blind, placebo-controlled, ran- 
dom-assignment trial of clorazepate. Cerebral metab- 
olism was measured before and after the treatment. 
Posttreatment values indicated a decrease in cerebral 
metabolism in the visual cortex and a relative increase 
in the basal ganglia and thalamus. A correlation be- 
tween regional cerebral metabolism changes and re- 
gional benzodiazepine receptor binding density (from 
other human autopsy studies) was observed. 


CLINICAL STUDIES 


À number of symptoms of anxiety and panic (dizzi- 
ness, feelings of unsteadiness, and faintness) suggest 
disturbances in cerebral circulation. We studied the 
prevalence of cerebral ischemic symptoms in 16 pa- 
tients with panic disorder, 26 with generalized anxiety 
disorder, and normal volunteers of comparable age 
and sex (108). The patients reported significantly 
higher prevalence of dizziness, tingling, loss of speech, 
weakness, and paralysis; there were no differences be- 
tween the two groups of patients. Multiple regression 
analysis with the total symptom score as the criterion 
variable identified state anxiety (State-Trait Anxiety 
Inventory) as the predictor that explained the largest 
percentage of variance. 

Symptoms reported by the anxiety disorder patients 
differed from those of classic transient ischemic attacks 
(TIAs) in several ways. A TIA, by definition, lasts from 
5 to 15 minutes, whereas the symptoms our patients 
reported lasted less than 2 minutes. Unlike TLAs, these 
symptoms were not related to age, and even patients 
who gave long histories of such symptoms did not have 
any residual neurological deficits. TIA patients often 
suffer from a variety of physical disorders, unlike anx- 
iety disorder patients, who are physically healthy. Our 
patients reported dizziness (4796) and fainting spells 
(7%). Dizziness and fainting in the absence of other 
symptoms are not indicative of focal ischemia and are 
not accepted as constituting a typical TIA. Anxiety can 
be associated with sudden reduction in perfusion pres- 


sure due to vasovagal mechanisms. However, some of 


the symptoms the patients reported, such as tingling, 
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loss of speech, weakness, and paralysis, are more sug- 
gestive of focal ischemia. 

Coyle and Sterman (109) reported that 5% of the 
patients referred to their neurology service had panic 
attacks manifesting as focal neurological symptoms. 
These patients most often complained of unilateral 
numbness, transient bilateral paralysis, visual blurring, 
and diffuse headache. 

Several case reports and small-scale epidemiological 
studies have suggested that stress is a risk factor for 
stroke (110, 111), but firm evidence in this regard is 
lacking. The role of stress is obviously an area that 
needs to be researched more extensively. 


CONCLUSIONS 


Nonspecific arousal mediated by the reticular for- 
mation is believed to be an important component of 
anxiety. Conditions associated with increase and de- 
crease in arousal are associated with parallel changes 
in global CBF. Stimulation and destruction of the 
brainstem region that houses the reticular formation 
are associated with increase and decrease in CBF, re- 
spectively. The frontal lobe is the cortical apparatus 
responsible for the maintenance of arousal. Under rest- 
ing conditions, frontal regions show higher perfusion 
than other cortical regions. However, the concept of 
hyperfrontality of CBF distribution under resting con- 
ditions is controversial. 

The relationship between CBF and anxiety is com- 
plicated by the multiple factors that influence the for- 
mer and the widespread physiological changes that ac- 
company the latter. Such anxiety-related factors (other 
than arousal) as plasma catecholamines, the sympa- 
thetic nervous system, blood viscosity, and CO, levels 
can influence CBF. 

Investigators have reported an increase in CBF fol- 
lowing the administration of epinephrine. This effect 
does not appear to be due to the vasoactive properties 
of the drug; the precise mechanism is unclear. Cerebral 
blood vessels receive sympathetic innervation from the 
superior cervical ganglion. Stimulation of these fibers 
causes cerebral vasoconstriction. Thus, the anxiety-re- 
lated increase in sympathetic activity might result in 
reduced cerebral perfusion. CBF has an inverse rela- 
tion to blood viscosity. However, studies conducted in 
our laboratory have thus far failed to confirm previous 
reports of stress polycytosis; furthermore, mild changes 
in hematocrit do not appear to affect CBF. 

Normal subjects and anxious patients do not show 
significant differences in global CBF under resting con- 
ditions. However, patients with panic disorder, who 
are prone to develop panic attacks during lactate infu- 
sions, show asymmetry of blood flow to the parahip- 
pocampal regions. 

The effect of acute anxiety on CBF is complex. Mild 
anxiety (and arousal) seems to increase CBF and cere- 
bral metabolism. Several lines of evidence support the 
idea that CBF is reduced in severe anxiety. Resting 
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CBF and anxiety levels were correlated inversely in 
patients with generalized anxiety disorder. CBF and 
anxiety levels also showed negative correlations when 
anxiety was induced by intravenous infusion of epi- 
nephrine in anxiety disorder patients. CO, is a potent 
cerebral vasodilator, and acute anxiety is often associ- 
ated with rapid breathing and hypocapnia. Increase in 
CBF induced by CO, and acetazolamide injections was 
less marked in patients and control subjects who re- 
ported increased anxiety. Subjects who showed severe 
anxiety after smoking marijuana showed reductions in 
CBF. Patients who panicked after lactate infusion 
showed either less increase or a decrease in CBF. Anx- 
iety precipitated by intravenous injections of yohim- 
bine in panic disorder patients was associated with 
reduced frontal flow. Patients with obsessive-compul- 
sive disorder showed a decrease in CBF during anxiety 
induced by exposure to a feared object. Subjects who 
experienced severe anxiety during measurements of 
CBF and regional glucose metabolic rate on PET 
showed inverse correlations between anxiety and CBF 
and cerebral metabolism. 

The mechanism responsible for this reduction in 
CBF during severe anxiety is unclear. Hypocapnia 
would seem to be the most likely explanation; how- 
ever, several studies in which CO, was measured could 
not explain the reduction in CBF on this basis. Anxi- 
ety-related increase in sympathetic cerebral vasocon- 
strictive tone is another factor to be considered, but it 
cannot explain the changes in cerebral metabolism. 
Conclusions in this regard would be premature. 

The inverted-U relationship between anxiety and 
CBF and cerebral metabolism (increase in CBF with 
mild anxiety and decrease in CBF with severe anxiety) 
is of considerable heuristic significance, CBF and cere- 
bral metabolism are both indices of brain function; 
thus, this finding seems to support previous reports of 
an inverted-U relationship between performance and 
anxiety levels. 

Reiman et al. (105) argued that anticipatory anxiety 
and lactate-induced panic attacks both involve the 
same regions of the temporal pole bilaterally. They 
have provided data on specific brain regions that might 
be involved in the mediation of anxiety and panic. 
These findings are of great interest, but they need rep- 
lication and confirmation. 

Anxious patients frequently report symptoms sug- 
gestive of cerebral ischemia. Preservation of cerebral 
metabolism is vital to life, and a number of mecha- 
nisms protect the brain from becoming ischemic even 
in the Ge of decreased CBF. CBF has to be reduced to 
approximately 50% of normal (below 20 ml/100 g per 
minute) for ischemia to result (112). The degree of 
reduction in CBF found to accompany induced anxiety 
is not substantial enough to produce cerebral ischemia. 
However, it is possible that certain anxiety disorder 
patients (those with panic disorder) may develop cere- 
bral vasospasm and cerebral ischemia. Oversensitivity 
to sympathetic stimulation has been implicated in ce- 
rebral vasospasm (113, 114), and anxious patients 
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have been shown to have heightened sensitivity to sym- 
pathetic activation (64). 

CBF during acute anxiety will depend on the inter- 
play of central (arousal) and peripheral (sympathetic 
tone, CO,, etc.) factors. The extensive volume of lit- 
erature on the psychophysiology of anxiety indicates 
wide variations between and within subjects. In all 
probability, this will also turn out to be true of cerebral 
circulation (45). The changes in CBF associated with 
anxiety are likely to depend on a number of factors, 
some of which have been discussed in this article. 
There are others about which very little is known (ef- 
fects of neurotransmitters, intracerebral blood vessel 
innervation, etc.). 


FUTURE DIRECTIONS OF RESEARCH 


Future studies should take into account the multiple 
mechanisms through which anxiety may influence 
CBF, including arousal, the autonomic nervous sys- 
tem, CO,, and blood viscosity. CO, seems to be the 
most serious source of confusion, because of its pro- 
found effect on blood flow, the marked changes during 
acute anxiety, the nonlinear relationship between CO; 
and CBF, and intersubject (different age groups) and 
regional (gray matter versus white matter) variability 
in the relationship between CO; and CBF (115, 116). 
Changes in CBF might vary between psychic and so- 
matic subtypes of anxiety, since the central and periph- 
eral changes influence CBF differently. Furthermore, 
pérceptions of the bodily symptoms of anxiety should 
increase CBF and cerebral metabolism in brain regions 
that mediate those functions. Most of the reported re- 
search projects have used measurement techniques that 
provide information on cortical flow only. In all prob- 
ability, subcortical brain structures play important 
roles in the mediation of anxiety, and three-dimen- 
sional measurement should be used in research on CBF 
in anxiety. In view of the intersubject variability in the 
physiology of anxiety and the multiple mechanisms 
through which anxiety can influence CBF, small-scale 
studies are unlikely to yield meaningful information. 

In recent years neuropeptides with marked vascular 
effects have been identified, and a number of them 
coexist in the presynaptic neurons containing transmit- 
ters implicated in anxiety (for example, neuropeptide 
Y in norepinephrine-containing neurons) (117). The 
role played by neuropeptides in anxiety-related changes 
in CBF is likely to receive more attention in the future. 
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Regular Articles 


Symptom Criteria and Family History in Major Depression 


Daniel N. Klein, Ph.D. 


The author examined the relationship between 
symptom criteria for major depression and family his- 
tory of mood disorders in 82 outpatients with major 
depression and 27 outpatients with nonaffective disor- 
ders. The family members of depressed patients with 
six or more groups of DSM-III symptoms of major 
depression exhibited substantially higher rates of 
mood disorders than the family members of depressed 
patients with fewer than six groups of symptoms and 
the family members of patients with nonaffective dis- 
orders. These data suggest that stricter symptom crite- 
ria for major depression may define a more homoge- 
neous phenotype, at least from the standpoint of 
familial aggregation. 

(Am J Psychiatry 1990; 147:850—854) 


he category of major depression, as represented in 

the Feighner criteria (1), Research Diagnostic Cri- 
teria (RDC) (2), DSM-III, and DSM-III-R, has repeat- 
edly been criticized for being overly broad and includ- 
ing large numbers of “false positives" with neurotic, 
characterological, and situational conditions (3—5). 
One approach to this problem has been to subdivide 
major depression on the basis of endogenous or mel- 
ancholic features or the presence of a preexisting psy- 
chiatric disorder. Unfortunately, studies exploring the 
validity of the endogenous-nonendogenous, melan- 
cholic-nonmelancholic, and primary-secondary dis- 
tinctions have yielded disappointing results (6—10). An 
alternative approach is to modify the criteria for major 
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depression by increasing the number of symptoms re- 
quired, changing the list of symptoms, increasing the 
duration criterion, and/or requiring role impairment. 
Indeed, the Feighner criteria, RDC, and DSM-III/ 
DSM-III-R criteria for major depression all differ from 
one another in several of these areas. Despite these 
variations, however, there bas been little systematic 
research on the effects of modifying these criteria. Ger- 
shon et al. (11) reported that using an impairment cri- 
terion increased their ability to identify familial cases 
of major depression in the relatives of probands with 
affective disorders and normal control subjects. The 
present paper reports on an exploratory study of the 
relationship between the number of DSM-III symptom 
groups exhibited by outpatients with major depression 
and the rate of mood disorders in their first-degree 
relatives. 


METHOD 


Subjects included 82 patients meeting DSM-III cri- 
teria for a current major depressive episode, with no 
history of mania or hypomania, and 27 patients who 
had no current or lifetime history of any DSM-III af- 
fective disorder. The diagnoses of the patients with 
nonaffective disorders were primarily anxiety and per- 
sonality disorders. Subjects were drawn from a con- 
secutive series of outpatients at a community mental 
health center and a university-based clinic (12-15). Di- 
agnoses were based on the Schedule for Affective Dis- 
orders and Schizophrenia (SADS) (16), which was ex- 
panded to yield DSM-III diagnoses in addition to RDC 
diagnoses. In accordance with DSM-III, depressive 
symptoms were scored as present only if they were 
experienced nearly every day for at least 2 weeks dur- 
ing the worst part of the index episode. 

After the SADS had been completed, data on psy- 
chopathology in all first-degree relatives over 17 years 
old were collected by using the Family History Re- 
search Diagnostic Criteria (FH-RDC) interview guide 
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(17). Studies have indicated that the reliability and va- 
lidity of diagnoses of mood disorders in relatives vary 
as a function of severity and treatment status (18—21). 
Therefore, two thresholds for diagnosing mood disor- 
ders in family members were used: 1) the original FH- 
RDC criteria and 2) FH-RDC criteria plus hospitaliza- 
tion for affective disorder. 

It was not necessary to use age corrections because 
the age and sex distributions of the relatives of patients 
in all groups being compared were similar. Typically, 
differences in rates of disorder are calculated by pool- 
ing all relatives from all families in each group 
and computing a modified chi-square statistic (22). 
However, this approach violates the assumption of in- 
dependence of observations and can bias results (23). 
Moreover, in family history studies, the traditional 
procedure substantially inflates the degrees of freedom 
because the number of subjects in the analysis is really 
the number of probands rather than the number of 
relatives. In the light of these problems, rates of disor- 
der (mean number of relatives with the disorder per 
proband) were calculated separately within the family 
of each proband and the proband rather than the rel- 
ative was used as the unit of analysis. 

Interviews were administered during the first few 
treatment sessions by a research psychologist and sev- 
eral master's-degree level research assistants with ex- 
tensive training in diagnostic interviewing. As detailed 
elsewhere (12—15), interrater reliability for diagnoses 
and symptom ratings was good to excellent. 

Chi-square tests using Yates's correction where ap- 
propriate were used for categorical variables. One-way 
analysis of variance (ANOVA) was used for continu- 
ous variables. The conservative Scheffé procedure was 
applied to pairwise comparisons following significant 
overall ANOVAs. Finally, hierarchical multiple regres- 
sion analysis was used to control for the effects of 
selected clinical characteristics on rates of mood dis- 
orders in relatives of patients with major depression. 


RESULTS 


Most of the patients with major depression in the 
present sample had more than four of the eight groups 
of symptoms required for a diagnosis in DSM-III. Of 
the 82 patients with major depression, 18 had four, 14 
had five, 19 had six, 29 had seven, and two had all 
eight groups of symptoms. Before statistical analyses 
were conducted, the mean rates of mood disorders in 
the relatives of patients with major depression were 
calculated by using the relatively broad FH-RDC and 
the much narrower FH-RDC plus hospitalization cri- 
teria. Due to the small number of patients with major 


. depression who had all eight groups of symptoms, 


these patients were combined with those with seven 
symptom groups (see table 1). The mean rates of mood 
disorders in relatives of depressed patients who had six 
groups of symptoms were similar to those of relatives 
of depressed patients who had seven or eight groups of 
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TABLE 1. Rates" of Mood Disorders in Relatives of Patients With 
Major Depression 


Rate of Mood 
Rate of Any Disorders 
Mood Requiring 
Disorders Hospitalization 
in Relatives in Relatives 
Number of Symptom ———— ——— 
Groups Mean SD Mean SD 
Four (N=18) 0.17 0.17 0.03 0.07 
Five (N=14) 0.16 0.20 0.01 0.05 
Six (N=19) 0.30 0.21 0.07 0.13 


Seven or eight (N31) 0.36 0.29 0.09 0.16 


*Mean number of relatives with the disorder per proband. Rates of 


disorder were calculated separately within the family of each 
proband and the proband rather than the relative was used as the 
unit of analysis. 


symptoms when both diagnostic thresholds were used. 
Similarly, the mean rates of mood disorders in relatives 
of depressed patients who had four groups of symp- 
toms were very similar to those of relatives of de- 
pressed patients who had five groups of symptoms 
when both thresholds were used. Therefore, because of 
the small numbers of patients in most of these groups, 
the depressed patients who had six groups of symp- 
toms were combined with those who had seven or 
eight groups of symptoms and depressed patients who 
had four groups of symptoms were combined with 
those who had five groups of symptoms to increase the 
power of the analyses. 

Descriptive characteristics of the depressed patients 
with four or five groups of symptoms, depressed pa- 
tients with six or more groups of symptoms, and pa- 
tients with nonaffective disorders are shown in table 2. 
The three groups of patients did not differ significantly 
in age, sex, race, marital status, education, and socio- 
economic status. With respect to clinical characteris- 
tics, depressed patients with six or more groups of 
symptoms had a significantly higher rate of DSM-III 
melancholia than those with four or five symptoms 
(x7=6.75, df=1, p<0.01). In addition, there was a 
trend for depressed patients with six or more groups of 
symptoms to have an earlier age at onset of major 
depression than those with four or five symptoms 
(t=1.68, df=79, p<0.10). The two groups of patients 
with major depression did not differ significantly in 
rates of DSM-III recurrent major depression, RDC pri- 
mary major depression, or coexisting DSM-III dysthy- 
mic disorder. 

Rates of affective and nonaffective disorders in the 
relatives of depressed patients with four or five groups 
of symptoms, depressed patients with six or more 
groups of symptoms, and patients with nonaffective 
disorders are presented in table 3. The Bonferroni pro- 
cedure was used to control for family-wise error rates 
in the comparisons of rates of mood disorders in rel- 
atives. Thus, for these analyses, alpha was set at 0.013 
(0.05 divided by 4). Significant overall effects for rates 
of mood disorders in relatives were obtained when the 
original FH-RDC criteria were used (F=6.43, df= 
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TABLE 2. Characteristics of Patients With Nonaffective Disorders 
and Patients With Major Depression 


Major Depression 


Four or Five Six, Seven, or 


Nonaffective Symptom Eight Symp- 
Disorders Groups tom Groups 
Variable (N=27) (N=32) (N=50) 
Age (years) 
Mean 28.2 28.9 28.2 
SD 6.3 7.4 6.1 
Sex 
Men 
Number 13 9 13 
Percent 48 28 26 
Women 
Number 14 23 37 
Percent 52 72 74 
Race 
White 
Number 27 29 48 
Percent 100 91 96 
Nonwhite 
Number 0 3 2 
Percent 0 9 4 
Education (years) 
Mean 14.7 13.8 13.9 
SD 2.3 2.5 2.0 
Socioeconomic status" 
Mean 38.6 35.7 31.8 
SD 14.4 13.5 11.6 
Marital status 
Single 
Number 14 12 25 
Percent 52 38 50 
Married 
Number 8 11 12 
Percent 30 34 24 
Divorced 
Number 5 9 13 
Percent 19 . 28 26 
Age at onset of major 
depression (years) 
Mean -— 23.3 20.8 
SD — 6.4 6.8 
Diagnosis 
Melancholia 
Number — 3 19 
Percent — 9 38 
Primary depression? 
Number — 23 34 
Percent — 72 68 
Recurrent 
depression 
Number — 21 40 
Percent — 66 80 
Dysthymia 
Number — 9 24 
Percent — 28 48 


* According to Hollingshead's four-factor index. 
5 According to Research Diagnostic Criteria (2). 


2, 106, p=0.002) and when the FH-RDC criteria plus 
hospitalization were used (F=6.35, df=2, 106, p< 
0.003). When both diagnostic thresholds were used, 
Scheffé tests indicated that the relatives of depressed 
patients with six or more groups of symptoms had 
significantly higher rates of mood disorders than rela- 
tives of depressed patients with four or five groups of 
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symptoms and patients with nonaffective disorders. 
For both thresholds, the rates of mood disorders in 
relatives of depressed patients with four or five groups 
of symptoms did not differ significantly from those in 
relatives of patients with nonaffective disorders. 

To explore these differences further, mood disorders 
in relatives were broken down into bipolar and non- 
bipolar conditions by using the FH-RDC. The three 
groups of probands differed significantly in the rate of 
nonbipolar depression in relatives (F=6.22, df= 
2, 106, p<0.003). Scheffé tests indicated that the rate 
of nonbipolar depression was significantly higher in 
relatives of depressed patients with six or more groups 
of symptoms than it was in relatives of patients with 
major depression with four or five symptoms. How- 
ever, the rates in relatives of neither group differed 
significantly from the rate in relatives of patients with 
nonaffective disorders. Finally, the rates of bipolar 
disorder in the relatives of all three groups of pro- 
bands did not differ significantly (F=1.20, df=2, 106, 
p=0.30). 

To explore the specificity of these findings, the rates 
of FH-RDC alcoholism and antisocial personality were 
also compared in the relatives of the three groups of 
patients. To maximize the sensitivity of these analyses, 
the Bonferroni procedure was not used. The groups 
did not differ significantly in the rates of alcoholism or 
the rates of antisocial personality disorder. 

Several course variables, such as early age at onset of 
major depression (24, 25), recurrent subtype (24), and 
coexisting dysthymia (15), have been associated with 
higher rates of mood disorders in the relatives of pro- . 
bands with major depression. To determine whether 
these factors could account for the difference in the 
rates of mood disorders in the relatives of patients with 
major depression who had four or five groups of symp- 
toms and the relatives of patients with major depres- 
sion who had six or more groups of symptoms, two 
hierarchical multiple regression analyses were con- 
ducted. The rates of mood disorders in relatives, diag- 
nosed by using the original FH-RDC and the FH-RDC 
plus hospitalization, served as the dependent variables. 
Age at onset of major depression, recurrent subtype, 
dysthymia, and melancholia were entered as a group in 
the first step of each analysis. Group (depressed pa- 
tients with four or five groups of symptoms versus 
depressed patients with six or more groups of symp- 
toms) was entered in the second step. Number of de- 
pressive symptoms was significantly associated with 
the rate of FH-RDC mood disorders in relatives of 
patients with major depression even after the effects of 
age at onset, recurrent subtype, dysthymia, and mel- 
ancholia were controlled for (change in R*=0.07, . 
change in F=7.59, p<0.01). Similarly, the number of 
symptoms was significantly associated with the rate of 
mood disorders requiring hospitalization in relatives 
after these clinical variables had been controlled for 
(change in R^—0.05, change in F=4.05, p<0.05). 


Am J Psychiatry 147:7, July 1990 


DANIEL N. KLEIN 


TABLE 3. Rates" of Psychiatric Disorders in Relatives of Patients With Nonaffective Disorders and Patients With Major Depression 


Nonaffective 
Disorders 
(N=27) 
Relative’s Diagnosis Mean SD 
Mood disorder 0.19 0.23 
Hospitalized mood disorder 0.01 0.03 
Bipolar disorder 0.01 0.06 
Nonbipolar depression 0.19 0.23 
Alcoholism 0.11 0.18 
Antisocial personality 0.01 0.06 


Proband’s Diagnosis 
Major Depression 
Four or Five Six, Seven, or Eight 
Symptom Groups Symptom Groups 
(N=32) (N=50) 

Mean SD Mean SD 
0.17 0.18 0.34 0.26 
0.02 0.06 0.09 0.15 
0.04 0.10 0.05 0.13 
0.13 0.16 0.29 0.22 
0.19 0.24 0.21 0.23 
0.02 0.05 0.05 0.13 


“Mean number of relatives with the disorder per proband. Rates of disorder were calculated separately within the family of each proband and 


the proband rather than the relative was used as the unit of analysis. 


DISCUSSION 


The present findings provide preliminary evidence 
that stricter symptom criteria for major depression 
may define a more homogeneous phenotype, at least 
from the standpoint of familial aggregation. More- 
over, these data suggest that there may be a nonlinear 
relationship between the number of major depressive 
symptom groups in patients and the rates of mood 
disorders in their relatives. Thus, the relatives of pa- 
tients with major depression who had six, seven, or 
eight symptom groups had similar rates of mood dis- 
orders and significantly higher rates of affective disor- 
ders than the relatives of patients with major depres- 
sion who had four or five groups of symptoms and the 
relatives of patients with nonaffective disorders. At the 
same time, the relatives of patients with major depres- 
sion who had four or. five groups of symptoms and 
relatives of patients with nonaffective conditions had 
almost identical rates of mood disorders. The cutoff of 
six symptom groups was selected on a post hoc basis; 
therefore, the findings require replication. In addition, 
a larger sample is necessary to verify the presence of 
nonlinearity. However, if these results are confirmed, 
they would raise the intriguing possibility that a cutoff 
of six symptom groups reflects a “natural” boundary 
for defining major depression (26). 

Almost all previous studies exploring the relation- 
ship between symptom severity and familial aggrega- 
tion in major depression have used the endogenous- 
nonendogenous distinction or hospitalization as their 
severity index. The results of these studies have gener- 
ally been negative (6, 8, 9, 27, 28). Similarly, in the 
present sample, melancholia and family history of 
mood disorders were not significantly associated (my 
unpublished data). However, I have not been able to 
locate any previous studies that used the present ap- 
proach of examining the relationship between number 
of depressive symptoms and rates of mood disorders in 
relatives. 

In evaluating the results of this study, several meth- 
odological limitations should be considered. First, psy- 
chopathology in relatives was assessed by using the 
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family history method rather than through direct in- 
terviews with family members. Thus, the rates of dis- 
order in relatives may represent underestimates and 
could be biased by the probands' psychopathology 
(18). Second, data on the probands' symptoms and 
family histories were not collected independently; 
therefore, the possible effects of raters' biases cannot 
be excluded. However, several factors suggest that it is 
unlikely that these limitations can fully account for the 
present findings. First, the lack of sensitivity of the 
family history method should tend to obscure rather 
than increase differences between groups. Second, the 
lack of differences on rates of bipolar disorder, alco- 
holism, and antisocial personality in relatives suggests 
that the findings cannot simply be attributed to the 
biases of depressive subjects to report problems in fam- 
ily members. Third, the study was not designed to ex- 
amine the relationship between number of depressive 
symptoms and family history, which reduces the like- 
lihood that the interviewers! knowledge of subjects' 
symptoms had a substantial impact on the family his- 
tory data. Finally, and most importantly, if proband or 
rater biases were major factors, one would expect a 
linear relationship between severity of depression and 
rates of affective disorders in family members as well 
as significant differences between nonaffective patients 
and both groups of patients with major depression. 
Instead, the relationship between number of depressive 
symptoms and rates of mood disorder in relatives ap- 
peared to be nonlinear, and depressed patients with 
four or five groups of symptoms and patients with 
nonaffective conditions did not differ on any family 
history variables. 

The present findings have potentially important im- 
plications for the definition of major depression. How- 
ever, these findings should be regarded with great cau- 
tion until they are replicated. In addition, it will be 
important to examine the relationship between num- 
ber of depressive symptoms and other criteria, such as 
treatment response, and to determine whether these 
results can be generalized to inpatient and community 
samples. 
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Alzheimer’s Disease and Depression: Neuropsychological 
Impairment and Progression of the Illness 


Oscar L. Lopez, M.D., François Boller, M.D., Ph.D., James T. Becker, Ph.D., 
Mark Miller, M.D., and Charles F. Reynolds M, M.D. 


The authors longitudinally evaluated the cognitive 
functions of patients with probable Alzheimer’s dis- 
ease who also met criteria for major depression and 
compared them with matched patients with Alzhei- 
mer's disease who were not depressed. They found no 
significant difference in the pattern of neuropsycholog- 
ical deficits between the two groups; composite scores 
on attention, language, memory, learning, and visuo- 
spatial functions did not differentiate the two groups at 
baseline or at 1-year follow-up. The results of this pre- 
liminary report suggest that depression does not mod- 
ify the neuropsychological features and the rate of pro- 
gression of Alzheimer’s disease. 

(Am J Psychiatry 1990; 147:855—860) 


M any patients with Alzheimer's disease experi- 
ence concomitant psychiatric symptoms, espe- 
cially those of depression, during the course of their 
illness (1—7). Estimates of the prevalence of clinical 
depression among patients with Alzheimer's disease 
vary from 0% (8) to 15% (3) to 31% (5) to 86% (7), 
reflecting differences in the subjects surveyed, sampling 
methods, and symptoms measured. Recently, Rovner 
et al. (9) reported a cross-sectional study of a mixed 
group of subjects with Alzheimer's disease (subjects 
with probable and possible Alzheimer's disease) and 
found that depressed patients with Alzheimer's disease 
were more cognitively impaired than nondepressed pa- 
tients with Alzheimer's disease. Using the Mini-Mental 
State (10) as a general measure of the cognitive deficit, 
Rovner et al. found that both groups showed a mod- 
erate to severe degree of dementia (depressed patients 
had a mean+SD score of 9.3:€6.7, and nondepressed 
patients had a mean score of 13.3:-6.4). 
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The impact of depression on the cognitive functions 
of patients with Alzheimer's disease seems to be sub- 
stantial; therefore, we asked whether the presence of 
depressive symptoms resulted in a characteristic neu- 
ropsychological pattern in dementia and whether the 
course of mental status decline was altered. We care- 
fully selected a group of patients with the clinical di- 
agnosis of probable Alzheimer's disease (11) who had 
symptoms indicative of depression and compared them 
with a group of nondepressed patients with Alzhei- 
mer's disease matched for demographic features and 
severity of dementia. The purpose of this study was to 
determine the nature and extent of differences between 
depressed and nondepressed patients with Alzheimer's 
disease in terms of the characteristics and rate of pro- 
gression of their dementia. 


METHOD 
Subjects 


We reviewed the records of 174 patients with the 
clinical diagnosis of probable Alzheimer’s disease (11) 
participating in a longitudinal study of dementia (F.B., 
program director) from August 1983 to August 1988. 
All of the assessed subjects consented to participate in 
this program after it had been explained to them and 
to their caregivers. One hundred thirteen of these pa- 
tients had at least one follow-up visit, and 62 of these 
patients had a Mini-Mental State score of 18 or more 
at the beginning of the study (baseline). Ten of these 62 
patients met DSM-III-R criteria for syndromal major 
depression. These 10 patients were matched by sex and 
degree of dementia with 10 nondepressed patients in 
the same group of 62 patients. Seven depressed and 
nondepressed patients matched perfectly with each 
other, and three had a 1-point difference in their Mini- 
Mental State scores. (Of the 41 patients who did not 
have a second visit and had a Mini-Mental State score 
of 18 or more at baseline, five were classified as de- 
pressed. Two of these patients were not yet scheduled 
to return because less than 12 months had elapsed and 
three refused to return.) 

Each patient had an extensive clinical evaluation 
that included medical, neurological, psychiatric, social 
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TABLE 1. Demographic Data and Baseline Test Scores of 10 De- 
pressed and 10 Nondepressed Patients With Alzheimer’s Disease 


Non- 
Depressed depressed 
Patients Patients 
Item Mean SD Mean SD 
Age (years) 67.4 6.6 67.5 11.6 
Education (years) 12.3 1.8 11.9 1.7 
Duration of dementia (years) 3.3 if 3.1 1.9 
Mini-Mental State score 213 .23 214 2 


Hamilton depression scale score 20.4 2.4 5.4 2.0 


work-nursing, and neuropsychological examinations. 
CT scans of the head, EEGs, chest X-rays, ECGs, and 
laboratory and blood studies were completed. All of 
the subjects were fluent speakers of English before the 
onset of dementia. The Hachinski ischemic score (12) 
was used to exclude multi-infarct dementia. The clin- 
ical diagnosis of probable Alzheimer's disease (11) in 
each case was reached after review at a consensus con- 
ference (13, 14). Three of the original 20 patients have 
since died; all had pathological diagnoses of definite 
Alzheimer's disease (11). | 

Two of the depressed patients had had distant epi- 
sodes of depression, and both had been successfully 
treated with antidepressant medication and psycho- 
therapy: In one case the depression occurred 10 years 
earlier during menopause; the other occurred 7 years 
earlier following the death of a spouse. All 10 of the 
depressed patients developed a major depressive epi- 
sode after the onset of symptoms of dementia. No spe- 
cific organic causes of the depressive disorder were 
identified. However, since Alzheimer's disease could be 
considered a cause of the depression, we decided to 
avoid misinterpretation of the terms by using the term 
"syndromal major depression." None of the nonde- 
pressed patients had a history of previous depressive 
episodes or psychoactive abuse. None of the patients 
gave a history of manic or hypomanic episodes. 

The psychiatric evaluation was based on a locally 
standardized examination conducted by a psychiatrist. 
The examination included familial and personal his- 
tory of psychiatric disturbances and a mental status 
examination. The presence or absence of symptoms 
was determined not only by interviews with the pa- 
tients but also by interviews with the primary caregiv- 
ers. Based on depressive symptoms elicited by the in- 
terviewer, a diagnosis of syndromal major depression 
was made according to the DSM-III-R criteria at base- 
line examination. The diagnosis of syndromal major 
depression was reviewed in a consensus conference by 
two Board-certified neurologists (including F.B.) and 
two Board-certified psychiatrists (including M.M.). 

Since patients come to our program from a large 
geographic area, they are usually referred back to local 
physicians for follow-up management with evaluation 
findings and any recommendations for treatment. The 
psychiatric examinations and neuropsychological tests 
were thus performed twice, 1 year apart, and were 
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TABLE 2. Number of Patients With Depressive Symptoms at 
Baseline and 1-Year Follow-Up Among 10 Depressed and 10 Non- 
depressed Patients With Alzheimer's Disease 


Depressed Nondepressed 
Patients Patients 
Base- Follow- Base- Follow- 

Symptom line Up line Up 
Depressed mood 10 7 0 2 
Apathy 10 8 1 5 
Poor or increased 

appetite 6 7 2 2 
Sleep disturbances 7 3 2. 3 
Psychomotor changes 5 7 4 3 
Fatigue 9 7 3 7 
Feelings of worthlessness 

or guilt 8 6 1 2 
Suicidal ideation 4 3 0 0 


independent of any other ongoing treatment the pa- 
tients may have received during that year. 


Measures 


A comprehensive battery of neuropsychological tests 
was administered to each patient at the time of entry 
into the study and then 1 year later (the mean+SD 
intervals between examinations were 56.91+7.88 
weeks for depressed patients and 51.30+6.09 weeks 
for nondepressed patients). The battery, details of 
which have been described previously (13, 14), in- 
cluded tests of memory, learning, problem-solving 
skills, language, visuoconstruction skills, and visual 
discrimination. 

Fifteen neuropsychological measures assessing five 
cognitive domains were selected for this analysis. The 
domains were memory, expressive language, receptive 
language, visuospatial functions, and speed-attention. 
Memory measures were verbal (15) and face-name 
(unpublished data of Chadwick) paired associates and 
immediate recall of a figure (16, 17) and a short story 
(18). Expressive language measures were word gener- 
ation (19), the Boston Naming Test (20), and writing 
(21). Receptive language measures were auditory com- 
prehension, reading (21), and the Token Test (22). 
Visuospatial measures were visual forms discrimina- 
tion, figure copy, and three-dimensional block design 
(19). Speed-attention measures were letter cancellation 
time (23) and the Trail Making Test, Part B (24). 

The statistical methods used in this study included 
two-tailed matched t tests, analyses of variance (ANO- 
VAs) with repeated measures, and chi-square compar- 
isons between variables. 


RESULTS 
The depressed and nondepressed patients were 


matched in terms of sex and Mini-Mental State scores, 
and there were no significant differences in age (t=1.8, 


Am J Psychiatry 147:7, July 1990 


LOPEZ, BOLLER, BECKER, ET AL. 


TABLE 3. Psychiatric and Antidepressant Drug Treatment Data at Baseline and 1-Year Follow-Up for 10 Depressed and 10 Nonde- 


pressed Patients With Alzheimer’s Disease 





Met DSM-III-R 
Criteria for 
Patient Sex Time Major Depression 
Depressed 
patients 
1 F Basline Yes 
Follow-up No 
2 F Baseline Yes 
Follow-up No 
3 M Baseline Yes 
Follow-up Yes 
4 F Baseline Yes 
Follow-up Yes 
5 F Baseline Yes 
Follow-up Yes 
6 F Baseline Yes 
Follow-up Yes 
7 F Baseline Yes 
Follow-up Yes 
8 M Baseline Yes 
Follow-up Yes 
9 F Baseline Yes 
Follow-up No 
10 F Baseline Yes 
Follow-up Yes 
Nondepressed 
patients 
11 F Baseline No 
Follow-up No 
12 F Baseline No 
Follow-up No 
13 M Baseline No 
Follow-up No 
14 F Baseline No 
Follow-up No 
15 F Baseline No 
Follow-up No 
16 F Baseline No 
Follow-up No 
17 M Baseline No 
Follow-up No 
18 F Baseline No 
Follow-up No 
19 F Baseline No 
Follow-up No 
20 F Baseline No 
Follow-up No 


df=9), education level (t=0.11, df=9), or duration of 
the disease (t=1.73, df=9) (see table 1). There were 
eight women and two men in each group. There was a 
statistically significant difference between depressed 
and nondepressed patients in baseline mean Hamilton 
Rating Scale for Depression (25) scores (t=16.54, 
df=9, p<0.001). . 

The frequency distributions of symptoms outlined in 
the DSM-III-R criteria for major depression are pre- 
sented in table 2. Due to the coexisting cognitive def- 
icit, we excluded diminished ability to think or con- 
centrate as a diagnostic criterion. Table 3 summarizes 
the psychiatric data, psychotropic medication, and 
pertinent psychiatric history of each patient. The mean 
Hamilton depression scale scores on the second visit 
were 17.7+4.3 for the depressed patients and 5.9+2.0 
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Hamilton 

Mini-Mental Depression 

State Score Scale Score Psychotropic Medication 
20 20 Amitriptyline, 25 mg t.i.d. 
21 16 None 
20 18 None 
20 8 None 
19 17 Lorazepam, 1 mg q.d. 
18 22 Lorazepam, 1 mg q.d. 
18 18 Trazodone, 50 mg t.i.d. 
12 19 None 
22 19 None 
12 17 None 
20 23 Trazodone, 50 mg t.i.d. 
12 20 None l 
24 2 Amitriptyline, 25 mg t.i.d. 
18 23 Amitriptyline, 25 mg t.i.d. 
21 21 Amitriptyline, 25 mg t.i.d. 
21 19 Amitriptyline, 25 mg t.i.d. 
25 23 None 
20 14 None 
24 24 Doxepin, 25 mg q.i.d. 
13 19 Doxepin, 25 mg q.i.d. 
20 7 None 
14 6 None 
20 3 None 
17 4 None 
19 6 None 
17 6 None 
18 5 None 
14 ri None 
23 4 None 
20 3 None 
20 7 None 
19 4 None 
24 3 None 
24 8 None 
22 8 None 
19 6 None 
24 8 None 
17 10 None 
24 3 None 
23 5 None 


for the nondepressed patients (t=8.31, df=9, p< 
0.001). Six of the depressed patients were taking anti- 
depressant medication at the time of the initial evalu- 
ation, and three of these six patients were still taking 
medication 1 year later. One patient was receiving a 
benzodiazepine, lorazepam. Seven of the 10 depressed 
patients continued to meet the DSM-III-R criteria for 
syndromal major depression at 1-year follow-up. Of 
the three who were no longer depressed at follow-up, 
one had been taking antidepressant medication at the 
initial evaluation and none were taking antidepres- 
sants at follow-up. Four patients were still taking the 
same antidepressant at 1-year follow-up, and all four 
continued to meet DSM-III-R criteria for major de- 
pression. Nore of the nondepressed patients was tak- 
ing psychotropic medication during the first visit or the 
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TABLE 4. Neuropsychological Test Scores at Baseline and 1-Year Follow-Up of 10 Depressed and 10 Nondepressed Patients With Alzhel- 


mer's Disease 
Baseline Score 
Nondepressed Depressed 
Patients Patients 

Measure Mean SD Mean SD 
Memory —5.49 3.50 —6.37 3.47 
Expressive language —449. JI? —1.81 1.40 
Receptive language —1.53 1.67 —1.79 1.40 
Visuospatial functions —2345 3.74 €34,13 371 
Speed-attention =2.2/ - 130 —2.68 2.95 

"Repeated measures ANOVA. 
>Baseline versus follow-up. 

“p<0.001. 


second, and none of them fulfilled DSM-III-R criteria 
for syndromal major depression. 

The Mini-Mental State values at the second visit 
were 17.63+3.85 for the nondepressed patients and 
16.7+3.97 for the depressed patients; these scores 
were significantly lower than the baseline scores (21.4+ 
2.2 and 21.3+2.3, respectively) (F=26.1, df=1, 9, p< 
0.001). There was no overall significant difference be- 
tween depressed and nondepressed groups (F=1.55, 
df=1, 9, p<0.25) and no interaction between groups 
and visits (1.e., baseline versus follow-up) (F=1.23, df= 
1, 9, p=0.30). 

The raw data from the neuropsychological tests 
were transformed by using standard procedures from 
our laboratory (13, 14) into five composite scores rep- 
resenting each cognitive domain evaluated. Briefly, this 
procedure uses a multiple regression analysis to create 
a composite score that represents an individual sub- 
ject's deviation from the expected level of performance 
based on age, education, and sex. Thus, normal elderly 
control e. have composite scores of approxi- 
mately zero, and patients with Alzheimer's disease gen- 
erally have scores less than zero, indicating greater de- 
viation from expected performance. 

The results of the repeated-measures ANOVAs and 
subsequent post hoc comparisons did not yield signifi- 
cant differences between the groups on any of the five 
composite scores at either baseline or follow-up. There 
were no significant differences in terms of rate of 
change over time between the groups. Results of the 
neuropsychological evaluations are shown for both 
groups of patients at baseline and at follow-up in table 
4. 


DISCUSSION 


We examined a highly selected group of patients 
with mild dementia who had developed depression 
during the course of their illness. These patients were 
carefully evaluated by a multidisciplinary neuropsychi- 
atric team, and the diagnoses of Alzheimer's disease 
and depression were based on highly reliable and valid 
criteria. Nevertheless, depressed and nondepressed 
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Follow-Up Score 
Nondepressed Depressed 
Patients Patients F (df=1, 9)* 

Mean SD Mean SD Visit? ^ Group Interaction 
—6.66 3.7 | —7.96 2.66 2.8 0.28 0.38 
—3.43 3.78 =3.31 2.36 27.8° 0.31 0.05 
=3.15 2,31 —3.63 6.34 4.52 0.10 0.09 
—4.88 4.78 —4.45 . 5.16 28.6* 0.02 0.56 
—2.03 1.01 —2.08 0.99 1.19 0.10 0.17 


groups could not be differentiated by their pattern of 
neuropsychological test results or rate of cognitive de- 
cline. 

The purpose of selecting mildly demented patients 
was to obtain psychiatric information from a subgroup 
in which the severity of cognitive impairments did not 
preclude or lead to misinterpretations of depressive 
symptoms. 

Middle-aged individuals with clinical idiopathic de- 
pression have shown impairment in cognition. These 
neuropsychological abnormalities are mood related, 
and the attenuation of dysphoric symptoms subdues 
their manifestation (26). Cognitive deficits in middle- 
aged depressive patients include impairments in atten- 
tion, perception, problem solving, and, especially, 
learning and memory functions (27, 28). 

Depressive symptoms in nondemented elderly pa- 
tients are common; the point prevalence is 15% (29). 
They represent a major problem in differentiating idi- 
opathic depression from early stages of dementia (30). 


: Both depression and Alzheimer's disease, for different 


reasons, can impair performances on neuropsycholog- 
ical tests (10), especially those of memory (31, 32). 

Tasks involving verbal learning and memory have been 
used to differentiate depression from dementia: elderly 
depressed patients show some degree of learning deficit 
but it is less severe than that of patients with dementia 
(33). Depressed patients demonstrate a greater relative 
deficit in immediate recall than in delayed recall, sug- 
gesting difficulties in acquisition rather than in consol- 
idation processes (33, 34). 

Recent studies carried out in patients with Alzhei- 
mer's disease and major depression have shown an 
association between depression and degenerative 
changes in the locus ceruleus, substantia nigra, and the 
central superior raphe nucleus (35, 36). These findings 
suggest that in some patients with Alzheimer's disease 
two neuroanatomical systems could be affected—one 
involving medial temporal lobe structures (and the 
cholinergic system) and affecting cognition and the 
other involving brainstem structures (and the aminer- 
gic system) and affecting mood. It has been suggested 
that the subgroup of patients with Alzheimer's disease 
with depression may manifest more severe neuropsy- 
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chological impairments than patients with Alzheimer’s 
disease without depression (9). However, our study 
did not reveal any specific cognitive feature associated 
with depression. Furthermore, the rate of progression 
of the two groups of patients was not significantly dif- 
ferent. Our findings are consistent, however, with the 
study carried out by Reifler et al. (5), who failed to find 
any cognitive difference between depressed and non- 
depressed patients with Alzheimer’s disease after an 
interval of 17 months. 

Although there are some discrepant opinions regard- 
ing when the incidence of depressive symptoms is 
greatest in the course of Alzheimer’s disease (1, 37, 
38), there is consistent agreement that adequate anti- 
depressant therapy improves the mood of patients with 
Alzheimer’s disease who also are depressed (5, 37, 39). 
When our patients were initially identified as de- 
pressed, recommendations for treatment were made to 
their referring physicians, but it was not possible to 
standardize or assure the effectiveness of the treatment 
of depressed patients (see table 3). Another potential 
weakness of this study is that two patients were taking 
amitriptyline and one was taking lorazepam at base- 
line and follow-up. Both drugs can affect cognitive 
functions. However, for two reasons we do not feel 
that this is a major concern. First, the doses of both 
medications were very low and would not ordinarily 
be expected to affect cognitive functions. Second, be- 
cause the patients were taking the medication at both 
baseline and follow-up visits, the effect would be 
equivalent at both time periods. We found that de- 
pressed patients showed no substantial changes in the 
prevalence of dysphoric, neurovegetative, or behav- 
ioral manifestations after 1-year follow-up. Questions 
may arise regarding the two patients who at follow-up 
were not considered to meet DSM-III-R criteria for 
major depression but had high Hamilton depression 
scale scores (patients 1 and 9 in table 3). These patients 
had important neurovegetative and behavioral distur- 
bances but did not have dysphoric symptoms. The 
overlap of depressive symptoms and those of dementia 
may account for elevated depression scores in Alzhei- 
mer’s disease, leading to an overestimation of the ex- 
tent of depression in dementia. 

Nevertheless, in spite of the limitations of a prelim- 
inary study such as this, we can suggest that the co- 
existence of depression does not change the natural 
course of Alzheimer’s disease, and that no single neu- 
ropsychological deficit can completely differentiate de- 
pressed from nondepressed patients with Alzheimer’s 
disease. 
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Symptoms of Major Depression Among Mexican-Americans 
and Non-Hispanic Whites 


Jacqueline M. Golding, Ph.D., Marvin Karno, M.D., and Carolyn M. Rutter, M.S. 


The lifetime prevalence of symptoms of a major de- 
pressive episode was estimated in two large samples of 
randomly selected community residents that included 
many Mexican-Americans. Approximately 59% to 
40% of the subjects reported each symptom cluster. 
The rates for Mexican-Americans born in the United 
States resembled those for non-Hispanic whites born 
in the United States; however, the rates for Mexican- 
Americans born in Mexico were lower in eight of nine 
symptom clusters. Language differences did not ac- 
count for this pattern. Cultural similarity to non-His- 
panic whites born in the United States was associated 
with a higher rate of depressive symptoms. 

(Am J Psychiatry 1990; 147:861—866) 


ates of lifetime major depressive disorder range 

from about 4% to 18% in community samples 
(1-3). Rates of symptoms likely to reflect current de- 
pressed states are typically higher, ranging from 15% 
to 29% (2, 4-6). Studies of depressive symptom levels 
typically measure symptoms by using scales developed 
to screen for major depression, such as the Center for 
Epidemiologic Studies Depression Scale (7). Such stud- 
ies suggest that individual symptoms of major depres- 
sion may be quite common. We tested this hypothesis 
by estimating the prevalence of symptoms of major 
depression in two large community samples. 

Ethnic differences in the diagnosis of major depres- 
sion have been noted; the diagnosis was found to be 
more common among non-Hispanic whites than 
among Mexican-Americans in one sample (1). This 
pattern was clearest among women under 40 years of 
age, and there was a trend in the same direction for 
men in this age group. In the current study we exam- 
ined three hypotheses concerning this difference: 1) 
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Higher rates of some symptoms among non-Hispanic 
whites account for the difference. For example, mem- 
bers of Western, industrial societies may express neg- 
ative affect more readily than members of more tradi- 
tional societies (8). Higher rates of affective symptoms 
in non-Hispanic whites and similar rates of somatic 
depressive symptoms in the two ethnic groups could 
result in an ethnic difference in the prevalence of major 
depression. 2) The ethnic difference represents a cul- 
tural difference; that is, Mexican-Americans who are 
more culturally similar to non-Hispanic whites will 
also be similar with respect to symptoms of major de- 
pression. 3} The difference is due to language differ- 
ences in responding to individual items. 


METHOD 


The data are from two surveys focusing on Mexi- 
can-Americans. The first, the Los Angeles Epidemio- 
logic Catchment Area (ECA) study, is a survey at one 
of five sites of the collaborative ECA program of the 
National Institute of Mental Health (NIMH). The 
goals of the ECA program were to estimate rates of 
psychiatric disorder and use of health services in gen- 
eral populations. Details of the ECA study design and 
procedures are available elsewhere (9-11). The second 
survey is the Mexican-American component of the 
Hispanic Health and Nutrition Examination Survey of 
the National Center for Health Statistics. The goal of 
this survey was to estimate the health and nutritional 
status of Mexican-Americans, Puerto Ricans, and Cu- 
ban-Americans. Details of the survey study design and 
procedures are available elsewhere (12). 


Samples 


The Los Angeles ECA. The Los Angeles ECA sample 
was selected to represent persons 18 years old and 
older in two Los Angeles County mental health catch- 
ment areas. One catchment area is 83% Hispanic; the 
other is 21% Hispanic. Hispanic residents of both 
catchment areas are largely of Mexican cultural or eth- 
nic origin. 

Interviews were conducted with 3,131 persons, rep- 
resenting a 68% completion rate. Respondents were 
selected by using a two-stage area probability sample 
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stratified by catchment area. Census blocks served as 
the primary sampling units and households served as 
the secondary sampling units. One adult was randomly 
chosen from each household by using a modified Kish 
(13) procedure. 

Ethnicity was determined largely by asking respond- 
ents to choose, from a list of 24 ethnic groups, the one 
that best described their ethnic or cultural background. 
When self-identification was ambiguous (e.g., Ameri- 
can), questions about parents’ and grandparents’ eth- 
nic background and birthplace and respondent’s birth- 
place were used to classify ethnic background. Of the 
2,554 respondents included in this study, 1,244 (49%) 
were Mexican-Americans and 1,310 (51%) were non- 
Hispanic whites. Of the Mexican-American respond- 
ents, 538 (43%) were born in the United States and 
708 (57%) were born in Mexico. Of the non-Hispanic 
white respondents, 1,149 (88%) were born in the 
United States and 161 (12%) were born in other coun- 
tries. These 161 respondents were excluded from these 
analyses because their diverse cultural backgrounds 
might confound the assessment of ethnic differences. 
Thus, 2,393 persons were included in the present 
study: 1,244 Mexican-Americans and 1,149 non-His- 
panic whites born in the United States. Five hundred 
ninety-five (48%) of the Mexican-Americans were in- 
terviewed in English, 554 (45%) were interviewed in 
Spanish, and 95 (8%) used both languages equally. To 
make the Los Angeles ECA sample comparable to the 
Hispanic Health and Nutrition Examination Survey 
sample with respect to age, the Los Angeles ECA re- 
spondents under 20 or over 74 years old were deleted 
from the analytic sample, resulting in final samples of 
1,063 non-Hispanic whites, 500 Mexican-Americans 
born in the United States, and 637 Mexican-Americans 
born in Mexico. 

The Hispanic Health and Nutrition Examination 
Survey. The Hispanic Health and Nutrition Examina- 
tion Survey sampled 7,462 Mexican-American house- 
hold residents who were 6 months to 74 years old in 
California, Texas, Arizona, Colorado, and New Mex- 
ico, including Los Angeles County. Of the 7,462 re- 
spondents, 3,555 (48%) were at least 20 years old and 
therefore eligible to receive the depression measures. A 
multistage clustered sampling procedure was used in 
which counties or small groups of counties served as 
the primary sampling units and blocks or groups of 
neighboring blocks served as the secondary sampling 
units. Households were selected within the secondary 
sampling units, and eligible persons were selected 
within households (12). The overall response rate was 
76% for the portion of the survey, that included the 
depression measures (Clifford Johnson, personal com- 
munication, March 20, 1987). 

Ethnicity was assessed by asking respondents or 
other household members which of 13 categories best 
described the respondent’s ethnic identity. Persons 
who met National Center for Health Statistics criteria 
for eligibility as Mexican-American or who identified 
themselves as Mexican or Mexicano, Mexican-Amer- 
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ican, or Chicano; who were born in the United States 
or Mexico; and who were given the depression meas- 
ures were included in the present analysis (N=3,085). 
Of these, 1,754 (57%) were interviewed in English and 
1,331 (43%) in Spanish. 


Diagnosis of Depression 


Both surveys included the major depression section 
of the NIMH Diagnostic Interview Schedule (DIS), 
version 3 (14). The DIS, a structured interview admin- 
istered by trained lay interviewers, uses a computer 
program to approximate psychiatric diagnoses accord- 
ing to DSM-III criteria. Spanish translations in the two 
studies were nearly identical. The interview represents 
the nine symptom clusters in DSM-III using 17 items. 
In some cases (e.g., fatigue) one item represents a 
symptom cluster, whereas in others (e.g., appetite dis- 
turbance), respondents are considered to have the 
symptom cluster if they respond affirmatively to one of 
several symptoms (appetite loss, weight loss, or weight 
gain). 


Data Analysis 


Prevalence of each symptom and symptom cluster 
was estimated in each sample and weighted to adjust 
for unequal selection probabilities and for nonre- 
sponse. Because screening scale studies suggested that 
gender and age might affect symptom prevalence (15, 
16), rates in both samples were standardized (17) by 
gender and age to the Los Angeles ECA data. Age was 
categorized into four groups corresponding to esti- 
mated Los Angeles ECA population quartiles: 20-27, 
28—35, 36—49, and 50—74 years. Prevalence estimates 
were calculated for each of the eight gender-by-age 
categories and combined by using a weighted sum. 
Weights for each category were equal to the estimated 
proportion of the Los Angeles ECA population in that 
category. Standard errors of prevalence estimates were 
calculated with adjustments for the clustered sampling 
designs used in both surveys (17, 18). These standard 
errors were used to construct 95% and 99% conf- 
dence intervals around prevalence estimates (19). 

Because each test (e.g., a test of ethnic differences in 
symptoms) involved either 22 or 44 comparisons, one 
to three significant differences would be expected by 
chance. Two methods were used to address this issue. 
First, confidence intervals were recalculated by using 
the Bonferroni method, which provides conservative 
estimates of such intervals for proportions (20). 
Changes in conclusions resulting from using this 
method are noted. Second, replicating the analyses of 
intra-ethnic differences in the Los Angeles ECA and 
Hispanic Health and Nutrition Examination Survey 
samples allowed inferences about which differences 
might be due to chance. 

Birthplace was used to operationalize cultural simi- 
larity because it is a large component of scales meas- 
uring acculturation in Mexican-Americans (21). In the 


Am ] Psychiatry 147:7, July 1990 


GOLDING, KARNO, AND RUTTER 


TABLE 1. Lifetime Prevalence of Major Depression Symptoms in Two Large Samples That Included Many Mexican-Americans 


Hispanic Health and 
Los Angeles ECA Sample Nutrition Examination 
Survey Sample: 
f Mexican-Americans Mexican-Americans 
Non-Hispanic 
Whites Total U.S.-Born Mexico-Born U.S.-Born Mexico-Born 
Symptom (N=1,063) (N=1,137) (N=500) (N=637) (N= 1,918) (N=1,167) 
Dysphoria 38.0 28.5%» 36.9 23.09d 40.0 39.5 
Appetite disturbance cluster 26.8 212 30.7 14.60%° 26.8 23.4 
Appetite loss 10.3 7.9 11.6 5.458 10.4 11.0 
Weight loss 10.8 7.0 10.3 5.158 12.1 11.3 
Weight gain 15.7 12.3 19.0 7/99 13.2 9.3 
Sleep disturbance cluster 28.7 23.0 29.7 18.758 19.2 20.5 
Insomnia 20.8 18.6 24.1 15.2° 15.3 17.3 
Hypersomnia 12.5 74* 10.5 4. 6.2 6.3 
Fatigue 15.8 10.6^ 13.9 Wag 14.2 15.6 
Psychomotor disturbance cluster 8.0 73 10.1 5.0 7.0 8.2 
Retardation 4.1 3.3 4.4 2.1 2 4.8 
Agitation 44 i 5.3 7.7 3.5 4.7 4.6 
Decreased sexual interest 8.8 5.0” 6.4 4.28 3.4 27 
Feelings of worthlessness 16.0 10.0* 14.7 7.3% 14.2 13.8 
Thought disturbance cluster 16.4 12.4 18.6 8.704 13.7 13.6 
Difficulty concentrating 14.5 9,9} 15.1 6.894 11.5 11.2 
Slowed thinking 7.6 6.4 9.2 4.9 8.1 9.9 
Death ideation cluster 33.7 25.10 32.8 20.204 29.2 212° 
Death ideation 26.1 19.45 24.3 16.2% 22.8 17:2! 
Wanted to die 8.7 8.3 112 6.8 10.2 8.9 
Suicide ideation 20.7 7.9*b 13.0 4,994 10.1 4.4* 
Suicide attempt 5.0 2.8 4.2 1.88 3.4 2.1 


*Mexican-Americans differed significantly from non-Hispanic whites (p<0.01). 

bMexican-Americans differed significantly from non-Hispanic whites by Bonferroni criteria. 

Mexican- Americans born in Mexico differed significantly from Mexican-Americans born in the United States (p<0.01). 
(Mexican-Americans born in Mexico differed significantly from non-Hispanic whites (p<0.01). 

, Mexican- Americans born in Mexico differed significantly from Mexican-Americans born in the United States by Bonferroni criteria. 
fMexican-Americans born in Mexico differed significantly from Mexican-Americans born in the United States (p<0.05). 

8Mexican-Americans born in Mexico differed significantly from non-Hispanic whites ip«:0.05). 

"Mexican-Americans differed significantly from non-Hispanic whites (p<0.05). 


Los Angeles ECA, non-Hispanic whites were com- 
pared with all Mexican-Americans, Mexican-Ameri- 
cans born in the United States, and Mexican-Ameri- 
cans born in Mexico. In both surveys, Mexican- 
Americans born in the United States were compared 
with Mexican-Americans born in Mexico. Within each 
immigration group, English speakers were compared 
with Spanish speakers. Because the Hispanic Health 
and Nutrition Examination Survey sampled only Mex- 
ican-Americans, no comparisons with non-Hispanic 
whites were possible in this sample. 


RESULTS 
Overall Symptom Prevalence 


Two weeks of dysphoria was a common symptom in 
these samples: 23% to 40% of the respondents in the 
different groups reported having experienced this 

symptom at some time in their lives (see table 1). Prev- 
alence of other individual symptoms ranged from 2% 
(for suicide attempts among the Los Angeles ECA 
Mexican-Americans born in Mexico) to 26% (for 
death ideation among the Los Angeles ECA non-His- 
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panic whites). When symptoms were grouped by clus- 
ter, appetite disturbance, sleep disturbance, and death 
ideation were the most common clusters, and thought 
and psychomotor disturbances were less common. Fa- 
tigue, feelings of worthlessness, and decreased sexual 
interest were also reported by substantial proportions 
of the sample. 

Symptom rates among the Los Angeles ECA respond- 
ents were compared with corresponding rates in the 
Hispanic Health and Nutrition Examination Survey 
sample of respondents born in the United States or in 
Mexico. Of the 44 possible comparisons (22 for each 
immigration status group), 35 showed similar rates in 
the two samples. Of the remaining symptoms, the His- 
panic Health and Nutrition Examination Survey re- 
spondents born in Mexico were more likely than the 
Los Angeles ECA respondents born in Mexico to re- 
port dysphoria, the appetite disturbance cluster, appe- 
tite loss, weight loss, fatigue, psychomotor retardation, 
and feelings of worthlessness (see table 1). The His- 
panic Health and Nutrition Examination Survey re- 
spondents born in the United States were less likely 
than the Los Angeles ECA Mexican-Americans born in 
the United States to report the sleep disturbance cluster 
and insomnia. With the Bonferroni adjustment, only 
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the sample differences for dysphoria and fatigue 
among the respondents born in Mexico remained sig- 
nificant. Separate analysis of the Hispanic Health and 
Nutrition Examination Survey respondents living in 
Los Angeles County indicated that regional differences 
did not account for these results. 


Ethnic Differences in Symptom Prevalence 


In the Los Angeles ECA there were ethnic differences 
in several symptoms. Non-Hispanic whites were more 
likely than Mexican-Americans to report dysphoria, 
hypersomnia, fatigue, decreased sexual interest, feel- 
ings of worthlessness, difficulty concentrating, the 
death ideation cluster, death ideation, and suicide ide- 
ation (see table 1). With the Bonferroni adjustment, 
ethnic differences in dysphoria, the death ideation clus- 
ter, and suicide ideation remained. No symptom was 
more common among Mexican-Americans than 
among non-Hispanic whites. These results suggest that 
ethnic differences in these symptoms may account for 
the ethnic differences in rates of lifetime disorder. 


Immigration Status Differences Among Mexican- 
Americans 


In the Los Angeles ECA sample, Mexican-Ameri- 
cans born in the United States were more likely than 
those born in Mexico to report 10 of the 17 individual 
symptoms: dysphoria, appetite loss, weight loss, 
weight. gain, insomnia, hypersomnia, feelings of 
worthlessness, difficulty concentrating, death ideation, 
and suicide ideation. The respondents born in the 
United States were also more likely to report four of 
the five symptom clusters: appetite disturbance, sleep 
disturbance, thought disturbance, and death ideation. 
Three of these differences were replicated in the His- 
panic Health and Nutrition Examination Survey sam- 
ple: death ideation (symptom and cluster) and suicide 
ideation. Also, differences in appetite disturbance, 
weight gain, decreased sexual interest, and wanting to 
die were in the same direction but did not reach sta- 
tistical significance. With the Bonferroni adjustment 
(based on 44 simultaneous comparisons), differences 
in appetite disturbance by immigration status in the 
Los Angeles ECA and differences in the death ideation 
cluster by immigration status in the Hispanic Health 
and Nutrition Examination Survey persisted. No dif- 
ferences were significant in the Hispanic Health and 
Nutrition Examination Survey only, and the respond- 
ents born in Mexico never reported a symptom signifi- 
cantly more frequently than did respondents born in 
the United States. 

To control for regional and urban-versus-rural dif- 
ferences, the analysis of the Hispanic Health and Nu- 
trition Examination Survey data was repeated for only 
the respondents residing in Los Angeles County. In this 
analysis of a smaller sample, one of the three immigra- 
tion differences originaly found in the Hispanic 
Health and Nutrition Examination Survey sample (the 
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death ideation cluster) persisted, and results for the 
other two symptoms (death ideation symptom and sui- 
cide ideation) were in the same direction but not sta- 
tistically significant. For example, 13.6% of the His- 
panic Health and Nutrition Examination Survey 
respondents in Los Angeles County who were born in 
the United States reported suicide ideation, compared 
with 5.5% of their counterparts who were born in 
Mexico. These rates resemble those found in the Los 
Angeles ECA sample of Mexican-Americans (13% and 
596, respectively). In addition, the higher rate of de- 
creased sexual interest in respondents born in the 
United States, which was significant in the Los Angeles 
ECA sample of Mexican-Americans but not in the His- 
panic Health and Nutrition Examination Survey full 
sample, was significant in the Hispanic Health and Nu- 
trition Examination Survey respondents who lived in 
Los Angeles County (9% versus 3%, p<0.01). 
Mexican-Americans born in the United States did 
not differ significantly on any symptom from non-His- 
panic whites; however, the symptom prevalence for 
Mexican-Americans born in Mexico was frequently 
lower than the prevalence in one or both groups born 
in the United States. These results suggest that immi- 
gration status rather than ethnicity accounts for the 
apparent ethnic difference in rates of major depression. 


Language Differences in Symptom Prevalence 


To test the hypothesis that the immigration status 
differences were due to the preponderance of English 
speakers among those born in the United States and 
Spanish speakers among those born in Mexico, we es- 
timated the prevalence of each symptom in English 
speakers born in the United States (N=466 in the Los 
Angeles ECA, N=1,549 in the Hispanic Health and 
Nutrition Examination Survey), Spanish speakers born 
in the United States (N=30 in the Los Angeles ECA, 
N=367 in the Hispanic Health and Nutrition Exami- 
nation Survey), English. speakers born in Mexico 
(N=135 in the Los Angeles ECA, N=204 in the His- 
panic Health and Nutrition Examination Survey), and 
Spanish speakers born in Mexico (N=490 in the Los 
Angeles ECA, N=962 in the Hispanic Health and Nu- 
trition Examination Survey). If language differences 
accounted for the results, we would expect that within 
immigration status groups, the symptom prevalence in 
English speakers would exceed the symptom preva- 
lence for Spanish speakers on the symptoms showing 
an immigration status difference. Examination of these 
data (not shown) indicated that language differences 
were rarely significant (one in each sample) and that 
there were no significant differences with Bonferroni 
adjustment. In these two symptoms (the death ideation 
cluster in the Los Angeles ECA respondents born in the 
United States and suicide ideation in the Hispanic 
Health and Nutrition Examination Survey respondents 
born in the United States), English-speaking Mexican- 
Americans had higher symptom rates than their Span- 
ish-speaking counterparts. 
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DISCUSSION 


Symptoms of major depression were common in 
these randomly selected community residents: one- 
fourth to two-fifths reported having experienced 2 
weeks of dysphoria at some time in their lives, and 
approximately 2% to 25% reported each of the other 
symptoms or symptom clusters. Disturbances of sleep 
and appetite and death ideation were among the most 
common symptoms reported. 

Although an individual symptom clearly lacks the 
clinical significance of a full-blown diagnostic entity, 
the symptoms measured here are clinically important 
for two reasons. First, some symptoms are meaningful 
because of their content, without respect to the pres- 
ence of other symptoms. For example, suicide attempts 
are cause for concern under any circumstances. Sec- 
ond, the symptoms measured here are the result of a 
rigorous interview probing process. To be coded as a 
symptom, the event must have interfered substantially 
with the respondent’s functioning, caused the respond- 
ent to talk to a physician or other professional, or 
caused the respondent to take medication more than 
once. Thus, these symptoms are likely to be associated 
with impairment and substantial distress and to be 
more severe than those measured by using symptom 
checklists. 

Although it initially appeared that Mexican-Ameri- 
cans were less likely than non-Hispanic whites to re- 
port five of the eight symptom clusters used to diag- 
nose a major depressive episode, further inspection 
disclosed that Mexican-Americans born in the United 
States were similar to non-Hispanic whites born in the 
United States with respect to symptom prevalence but 
that Mexican-Americans born in Mexico were less 
likely than one or both of the groups born in the 
United States to report eight of the nine symptom clus- 
ters. Thus, when immigration status was controlled, 
there was virtually no ethnic difference in rates of life- 
time major depression symptoms. However, being an 
immigrant was associated with much lower symptom 
rates. The most reliable immigrant status differences 
were observed in appetite disturbance and death ide- 
ation. Although immigration differences were similar 
in the two samples, higher prevalence rates of some 
symptoms among the Hispanic Health and Nutrition 
Examination Survey respondents born in Mexico com- 
pared with the Los Angeles ECA respondents born in 
Mexico suggest the possibility of instability of these 
results across samples. 

Another possible explanation for this result is that 
linguistic differences account for this pattern, because 
most respondents born in Mexico were interviewed in 
Spanish and most of those born in the United States 
were interviewed in English. Linguistic differences did 
not account for immigration status differences in seven 
symptom clusters (dysphoria, appetite disturbance, 
sleep disturbance, thought disturbance, fatigue, de- 
creased sexual interest, and feelings of worthlessness). 
In the remaining symptom cluster (death ideation), En- 
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glish-speaking Mexican-Americans born in the United 
States sometimes had higher prevalence rates than 
their Spanish-speaking counterparts. When the analy- 
ses were corrected for multiple comparisons, no lan- 
guage differences were found. 

Language use may serve as an indicator of cultural 
identification. Persons who were more similar to non- 
Hispanic whites born in the United States on two in- 
dicators of this construct (birthplace and language) re- 
sembled that group, suggesting that different cultures 
may selectively emphasize the expression or nonex- 
pression of the psychophysiological experiences of de- 
pressive symptoms. Similarly, other analyses of these 
data suggest that differences in suicide ideation may be 
partially accounted for by religion or frequency of 
church attendance, both of which reflect culturally me- 
diated values (22). These findings concerning differ- 
ences in cultural patterning of symptom expression are 
not consistent with the hypothesis that Mexican- 
American culture would be associated with less report- 
ing of affective depressive symptoms but not somatic 
depressive symptoms. They are important for clini- 
cians conducting diagnostic assessments and evaluat- 
ing symptom responses to treatment among depressed 
Mexican-Americans. 
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“Anger Attacks”: Possible Variants of Panic 
and Major Depressive Disorders 


Maurizio Fava, M.D., Keith Anderson, M.D., and Jerrold F. Rosenbaum, M.D. 


The authors report a series of illustrative cases in 
which patients presented with sudden “spells” of anger 
with physical features that resembled panic attacks but 
lacked the affects of fear and anxiety. These spells or 
“attacks” of anger were experienced as uncharacteris- 
tic and were inappropriate to the situations in which 
they occurred. Since treatment of these attacks with 
antidepressants produced in each case marked im- 
provements in behavior, the authors also formulate 
some hypotheses as to the nature of these episodes. 

(Am J Psychiatry 1990; 147:867—870) 


hen a nonpsychotic adult describes repeated ep- 

isodes of anger that are of short duration and 
grossly out of proportion to precipitating psychosocial 
stressors, a personality disorder (e.g., organic or bor- 
derline) is typically first considered. Numerous other 
psychiatric disturbances, however, may be associated 
with a tendency to anger (1): affective disorders, hy- 
pochondriasis, tesa. disorders, paranoid dis- 
orders, and psychoactive substance intoxication or 
withdrawal. Adult “temper tantrums” have been re- 
ported among mentally retarded individuals (2) and in 
subjects with head trauma, minimal brain dysfunction, 
epilepsy, brain tumor, infections, cerebral vascular dis- 
ease, other neurological disease, and endocrine and 
metabolic disorders (3). When these discrete episodes 
of loss of control over aggressive impulses result in 
assaultive acts or destruction of property, the best di- 
agnostic fit from DSM-III-R may be intermittent ex- 
plosive disorder. The existence of a discrete disorder is 
controversial; these behaviors are often viewed as 
symptomatic of a personality disorder. 

Six years ago, one of us (K.A.) noted in a patient 
sudden “spells” of anger with physical features that 
resembled panic attacks but lacked the affects of fear 
and anxiety. Since then, we have observed a number of 
similar cases: we now report some of the most demon- 
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strative and illustrative cases in which patients pre- 
sented with spells or “attacks” of anger that were ex- 
perienced as uncharacteristic and were inappropriate 
to the situations in which they occurred. Since specific 
treatments of these attacks in each case produced 
marked changes in behavior, we formulate some 
hypotheses as to the nature of these episodes and offer 
treatment recommendations. 


CASE REPORTS 


Case 1. Mr. A, a 45-year-old white man, was an attorney 
who lived with his wife and three children. He had been 
referred by his therapist because he lost his temper frequently 
and thought “in a fragmented way.” Mr. A attributed his 
problems to stressful life events over the previous 10 months. 
He had lost his mother after a long illness, had problems 
with his wife and children, and had been distressed at work. 
He denied feelings of depression and sleep or appetite dis- 
turbance but reported lack of interest in things and dimin- 
ished energy and concentration. He had been in therapy for 
a couple of years and had found that very helpful, since it 
had allowed him to deal with the loss of his mother and to 
mourn her. However, for the previous few months, the pa- 
tient had been having episodes during which he would lose 
his temper in a flash, becoming enraged and yelling at others. 
He described a “‘short fuse,” felt out of control very quickly, 
and had an explosive temper and “anger attacks.” During 
these attacks he noticed that his heart rate accelerated, his 
face would flush while he felt out of control, and he would 
yell; after the initial surge, it would take him about an hour 
to recover from the state of arousal. He felt that these epi- 
sodes were alien to him and was concerned that he would 
lose his job as a result. He denied having suffered from sim- 
ilar episodes in the past. About 12 years earlier he had been 
in therapy for a short time because of marital problems. The 
patient had no history of mania, hypomania, head injury, 
seizures, or drug or alcohol abuse. His past medical history 
was unremarkable; his mother had a probable diagnosis of 
alcoholism, and his father had a history of paranoia. 

At the time of his evaluation, Mr. A met DSM-III-R cri- 
teria for depressive disorder not otherwise specified; he did 
not appear to have a personality disorder. In addition, he had 
a very high hostility score (score of 15; maximum=23) on 
the Kellner Symptom Questionnaire (4), a self-rating scale of 
distress that contains subscales of anxiety, depression, so- 
matization, and hostility and whose mean+SD hostility sub- 
scale score in normal control subjects is 3.7+3.5. 

Treatment was immediately initiated with desipramine, 10 
mg h.s., which was later gradually increased to 200 mg h.s. 
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Mr. A was seen on average once every month for pharma- 
cotherapy, and he continued to see his referring psychother- 
apist once every week. Within 3 weeks, he reported no more 
feelings of loss of control and cessation of outbursts. It was 
much harder to get him angry. His hostility score on the 
Kellner Symptom Questionnaire (4) was 0 two months after 
his initial evaluation, continued to be 0 two months later, 
and was 2 after five months of desipramine treatment. The 
symptoms of temper outbursts and anger did not recur dur- 
ing desipramine treatment. 


Case 2. Ms. B, a 31-year-old married white woman with 
no children, was a financial consultant. She had been referred 
by her family doctor because of chronic depression and burn- 
out. She had been away from work for 3 weeks because of 
increasing anger in tense negotiations on the job. She felt that 
she was overreacting, usually in anger. Ms. B and her hus- 
band had been fighting a lot, which she attributed to her 
burnout at work. She reported that in situations “where you 
cannot do anything about it, like in a bureaucracy,” she 
would feel a tightness in her chest, her head would get 
"fuzzy," she would feel almost dizzy, would feel hot and 
experience palpitations, would then feel like crying, and 
would explode in an anger attack. At the time of her evalu- 
ation, she denied feeling anxious or panicky and denied any 
sleep disturbance. She described her appetite as "exuberant," 
saying that she had gained 30 pounds in the previous 2 years. 
She appeared to be mildly depressed without neurovegetative 
signs and did not meet criteria for personality disorder. The 
patient's early childhood was described as “not a good 
time—I was always left out." She did well in school until 
high school; while in high school, she “drank a lot and 
stayed out." Ms. B did not have any history of head trauma 
or seizures. She had an older sister who had been treated for 
anxiety. She also had a maternal grandmother. described as 
“a nasty old woman who beat her kids." 

The patient was started on clomipramine treatment, 50 mg 
h.s., at the time of the evaluation and was seen in follow-up 
on average once every month by the psychiatrist. Within a 
few days, she felt much better and in more control and re- 
turned to work within 1 week. Since the patient experienced 
anorgasmia, the dose was reduced to 30 mg h.s., and she 
continued to do well for about 3 months until she decided to 
stop the medication. Four days later, she had an intense fight 
with her husband that she described as an anger attack; 2 
days later, she had a dispute at work and decided to restart 
the medication. During the following 14 months of treat- 
ment, she did very well and was promoted twice at work. 
Seventeen months later, while away on a business trip, she 
called her husband to report that she again was erupting with 
inappropriate anger. She then recognized that the prescrip- 
tion she had picked up before leaving home looked different 
from earlier ones. Àt a pharmacy, she was told that the pills 
she had been taking for a week were an anti-inflammatory 
medication made by the manufacturer of clomipramine. The 
appropriate medication was dispensed, and Ms. B felt better 
in 2 days. At 2-year follow-up, she continued to do well with 
clomipramine. 


Case 3. Ms. C, a 30-year-old single white woman and a 
registered nurse, had been referred by her psychotherapist, 
who had seen her for about 1 year. About 28 months before 
assessment she had become very depressed, and her depres- 
sion had continued, accompanied by neurovegetative signs 
and occasional suicidal thoughts, for about 20 months. For 
this reason, she entered and continued psychotherapy. Her 


psychotherapy had been very helpful for her depression, but 
she and her psychotherapist felt that she needed pharmaco- 
logical treatment of her anxiety and anger attacks. 

During the evaluation, Ms. C reported that she had been 
nervous and anxious since she was a child. She had always 
been extremely shy and had tended to be afraid of numerous 
situations, such as any social gathering, dealing with author- 
ity figures, crowds, and driving. Especially in this kind of 
situation, she would have anger attacks; during these epi- 
sodes she would hyperventilate, the palms of her hands 
would begin to sweat, her face would get red, she would 
become angry and enraged, she would feel like attacking 
people, and she would want to escape and would feel as if 
she was going to lose control if she remained in that situa- 
tion. Because of these anger attacks, the patient had begun to 
avoid those situations in which she might experience the 
attacks. She had been in therapy while she was in high school 
because of shyness. She had a history of phobia of escalators 
and elevators. She denied any history of suicide attempts, 
mania or hypomania, head injury, or seizures. Her past med- 
ical history was unremarkable. Her father and brother had 
histories of episodic rage, without physical violence. 

On evaluation, Ms. C reported no difficulty with sleep, 
appetite, concentration, and energy. She occasionally felt 
helpless and hopeless. She lacked depressed mood or features 
of a personality disorder. In the 3 weeks before the evalua- 
tion, she had experienced four anger attacks. Her hostility 
score on the Kellner Symptom Questionnaire (4) was 16. 

Immediately after her evaluation was completed, Ms. C 
started treatment with clonazepam, 0.5 mg b.i.d., and des- 
ipramine, 10 mg h.s.; the latter was gradually increased to 
150 mg h.s. There was some improvement in her symptoms 
in the first few days of the treatment and a consistent, 
marked improvement in her symptoms with 150 mg of des- 
ipramine in addition to the clonazepam. At that point, her 
hostility score on the symptom questionnaire dropped to 6. 
She reported no anger attacks for about a month, felt more 
in control, and was less irritable and “snappy”; she also 
mentioned that coffee used to have an “enraging” effect on 
her, but that effect had disappeared. Throughout her phar- 
macological treatment, the patient continued to see her in- 
dividual psychotherapist. Her remission was sustained, and 3 
months later her hostility score was still 6; she continued to 
take desipramine, 200 mg b.s., and clonazepam, 0.5 mg 
b.i.d. 


Case 4. Mr. D, a 33-year-old married white man referred 
by his family doctor because of “bad temper tantrums,” re- 
ported that he would get “mad very fast,” especially with his 
children. His behavior was causing a great deal of marital 
difficulty. He had a history of quitting many jobs because he 
would fly into a rage over trivial issues. He had no history of 
panic attacks. He reported that his childhood was "not 
great" because of his mother's drinking. He did fairly well 
socially in high school but failed the tenth grade. Since high 
school, he had had few friends, and “although I wanted to 
work, I couldn't seem to hold a job because I would get peed 
off." At the time of his referral he was working as a clerk. His 
mother had been an outgoing, high-strung woman who 
*abused alcohol and diazepam" to control her nerves. 

At the time of his evaluation, Mr. D said that he wanted 
treatment because he was depressed about his work record 
and he did not like himself for the way he dealt with his 
children. He denied panic attacks but did admit to anger 
attacks. When these attacks started he felt hot and flushed, 
his heart pounded, he felt lightheaded, his hands shook, and 
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he perspired. This would culminate in a “rush” of anger and 
a feeling of being out of control. He denied sleep or appetite 
disturbance or alcohol abuse or a history of mania, head 
injury, or seizures. He did not appear to have a personality 
disorder on interview. He was mildly depressed but without 
neurovegetative signs. 

As soon as the evaluation was completed, treatment was 
started with clomipramine; 35 mg h.s.; within a few days 
Mr. D reported marked improvement, and his wife reported 
that he was “much easier to live with." He was initially seen 
once every 2 weeks and then once every month during the 
course of the treatment. He continued to do well for about 2. 
months. At that time, he failed to renew his prescription (it 
was close to payday and he could not afford the medication), 
and 3 days after stopping the medication, he had his first 
"blowup" with his children in 2 months. He restarted the 
medication and did well for a month. On a later occasion, he 
again stopped the medication and 2 days later had a fistfight 
with a man whom the patient felt was driving too fast near 
the area where the patient's children were playing. After re- 
starting treatment, he did very well and had no anger attacks 
for the next 4 months. 


DISCUSSION 


The common feature of these cases is the presence of 
anger attacks characterized by ego-dystonic episodes 
of anger that were of short duration and grossly out of 
proportion to precipitating psychosocial stressors. 
These episodes were associated with a sudden surge of 
autonomic arousal including such symptoms as tachy- 
cardia, sweating, flushing, and a feeling of being out of 
control. Although the physical symptoms resemble 
those of a panic attack, none of the patients described 
anxious, panicky, or fearful emotions. The intensity of 
the anger is underscored by the Kellner Symptom 
Questionnaire (4) hostility scale measures: the two pa- 
tients administered the questionnaire had a mean pre- 
treatment score of 15.5, the mean score of normal con- 
trol subjects is 3.7+3.5. 

From a psychodynamic point of view, anger or ag- 
gression can be seen either as a response to frustration 
of libidinal wishes (5) or as a separate instinctual entity 
(6). In both cases anger is, in general, incorporated in 
the development of the character structure and tends 
to present as a problem when the patient's defenses 
begin to fail in channeling or controlling it. One could 
postulate that the patients that we describe were all 
experiencing frustration at some level in their lives or 
that their instinctual aggressive drives were more in- 
tense and/or their defense mechanisms were ineffective. 
Anger attacks may become a response to feeling help- 
less or powerless, particularly in individuals with what 
is simply described as emotional immaturity, or to feel- 
ing threatened in some way. A purely psychodynamic 
explanation of these attacks does not take into account 
various factors such as the influence of mood on the 
cognitive appraisal of events as irritating, frustrating, 
or threatening, the fact that the anger attacks re- 
sponded very well to thymoleptics, that discontinua- 
tion of the drug in some of these cases was followed by 
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recurrence of attacks, and that rechallenge with the 
antidepressant was also followed by remission of the 
symptoms. We would also like to highlight the fact 
that anger attacks occurred in our patients in the ab- 
sence of diagnosable personality disorders; in fact, all 
patients underwent a comprehensive clinical assess- 
ment that included a differential diagnosis for axis II 
disorders according to DSM-III-R. 

Fava (1) reviewed the array of psychiatric distur- 
bances most associated with a tendency to anger: af- 
fective disorders (particularly bipolar disorders), anx- 
iety disorders, hypochondriasis, personality disorders, 
schizophrenic disorders, paranoid disorders, and psy- 
choactive substance intoxication. and withdrawal. 
These conditions as currently defined did not charac- 
terize our patients, except one, who had a depressive 
disorder not otherwise specified that was associated 
with his anger attacks. Although our patients did not 
have a history of head injury or seizures, we cannot 
exclude the possibility of a subictal disorder, a clinical 
diagnosis typically lacking definitive EEG or other ev- 
idence. Selected for a single common symptom, these 
cases may be quite heterogeneous. 

We find two different, although not mutually exclu- 
sive, explanations for anger attacks. 

1. Anger attacks may be a variant of panic attacks. 
Deffenbacher et al. (7) have observed that general anx- 
iety is associated with anger in subjects with high levels 
of anger; the prodromal symptoms of autonomic 
arousal during anger attacks are similar to some panic 
attack symptoms. Although our patients denied the 
subjective feeling of panic or anxiety, one patient, who 
had a history of simple phobias, developed marked 
avoidance of settings associated with these attacks, 
had found caffeine provocative, and had an immediate 
response to the combination of a benzodiazepine and a 
tricyclic, a response somewhat similar to that expected 
in panic disorder patients. All of our patients re- 
sponded to treatments that are considered by clinicians 
to be effective for panic disorder. For example, in 
countries where clomipramine is available, it is deemed 
an excellent antipanic therapy and is frequently ob- 
served to be effective at doses lower than those typi- 
cally necessary for patients with major depression, and 
often early in treatment (8). That a panic attack may 
be considered a “false alarm” response, a spontaneous 
activation of the “‘fight-flight” reaction usually re- 
served for life threat, also contributes to this hypoth- 
esis. One might expect that fight-flight activation 
would be, on occasion, cognitively and behaviorally 
expressed not as fear and flight but as anger and fight. 
These cases might illustrate this missing link to the 
fight-flight paradigm. Indeed, the cognitive concomi- 
tants of a panic attack do vary, and some sufferers are 
reported to experience little or no fear or anxiety (9) 
with their panic attack. 

2. Anger attacks may be an atypical presentation of 
depressive disorders. Akiskal et al. (10) have described 
the occurrence of irritable-angry-explosive mood in 
the setting of cyclothymic disorders. Depressed pa- 
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tients are observed to display more hostility than nor- 
mal control groups (11), and hostility in depressed pa- 
tients diminishes with recovery after treatment with a 
tricyclic (12). There is some evidence of a common 
biological mechanism, involving serotonergic trans- 
mission, for affective disorders and aggression disor- 
ders (13). One of our patients also had a depressive 
disorder, and all patients responded to treatment with 
tricyclics, which are commonly used in the treatment 
of depression. 

Although Mattes (14), in a review of pharmacolog- 
ical treatments of temper outbursts, noted that carba- 
mazepine, propranolol, and lithium may reduce ag- 
gressiveness in patients with temper outbursts and that 
there was less evidence of beneficial effects on rage 
outbursts from other drugs, all our patients responded 
dramatically to tricyclic antidepressants. We chose to 
use clomipramine, desipramine, and clonazepam in the 
treatment of these anger attacks since they are com- 
monly used in the treatment of panic disorder and we 
thought that anger attacks resembled panic attacks in 
many respects. In some cases, the presence of comor- 
bid depressive symptoms also played a role in the 
choice of an antidepressant. In cases 2 and 4, the pa- 
tients experienced a recurrence of their anger attacks 4 
and 3 days, respectively, after discontinuing the anti- 
depressant. Abrupt relapses may appear inconsistent 
with postulated mechanisms of action of antidepres- 
sants in depression but are consistent with clinical ob- 
servation of some patients, particularly with panic dis- 
order, who experience a brisk rebound of symptoms in 
response to decreased intensity of pharmacotherapy. 
This phenomenon may argue for the primacy of acute 
and direct effects of these agents, rather than delayed 
effects involving changes in receptor sensitivity. 

In conclusion, we report four illustrative cases of 
patients with anger attacks, which are characterized by 
short-lived outbursts of anger that are perceived to be 
excessive and grossly out of proportion to any precip- 
itating psychosocial stressors. In most cases these epi- 
sodes of anger attacks are associated with tachycardia, 
sweating, flushing, and a feeling of being out of con- 
trol. We have observed that patients with anger attacks 
respond very well to treatment with tricyclic antide- 
pressants, and such response may suggest the possibil- 
ity that anger attacks are variants of panic disorder or 
depression. The fact that most of our patients reported 
feelings of helplessness and frustration may be con- 


sidered further links with both depressive and panic 
disorders. 

Finally, recognizing and treating patients with anger 
attacks may be an important clinical task. Williams 
et al. (15) and Rosenman (16) have reviewed the con- 
sequences of anger for the development of cardio- 
vascular disease and support the idea that anger 
and hostility are the critical components of type A 
behavior that account for the increased risk of coro- 
nary artery disease. 

Our observations and hypotheses suffer all the 
limitations of a retrospective case series. However, 
we believe this to be a fairly prevalent clinical 
syndrome that is likely to be secondary to either anx- 
iety or depression. 
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Maintenance Treatment and 6-Month Outcome 
for Bulimic Patients Who Respond to Initial Treatment 


Richard L. Pyle, M.D., james E. Mitchell, M.D., Elke D. Eckert, M.D., 
Dorothy Hatsukami, Ph.D., Claire Pomeroy, M.D., and Robert Zimmerman, Ph.D. 


Bulimic subjects who responded to intensive group 
psychotherapy plus imipramine or placebo or to imip- 
ramine alone (N=68) were assigned to 4-montb main- 
tenance with weekly support groups andlor medica- 
tion (placebo or imipramine) and were evaluated 6 
months after initial treatment (N=61). Thirty percent 
of the subjects relapsed during the 6 months. Initial 
treatment with group psychotherapy plus placebo or 
imipramine was associated with a lower relapse rate 
than initial treatment with imipramine alone. Neither 
attendance at the maintenance group sessions nor 
imipramine maintenance was associated with better 
outcome. 

(Am J Psychiatry 1990; 147:871—875) 


ver the last decade the literature on treatment of 

bulimia nervosa has advanced from descriptive, 
uncontrolled studies to larger protocols employing ad- 
equate control conditions. Research in this area has 
focused on two major treatment strategies: antidepres- 
sant drug treatment, primarily with tricyclic antide- 
pressants and MAO inhibitors (1—5), and psychother- 
apy approaches primarily involving behavioral and/or 
cognitive-behavioral techniques (6—12). In these stud- 
ies, both approaches were associated with significant 
improvement in target eating and mood variables. 
However, most of the studies have been of fairly short 
duration, and the follow-up data from randomized 
protocols have been limited. To our knowledge, stud- 
ies examining maintenance strategies after initial treat- 
ment have not been reported. 

Most of the studies of antidepressant treatment of 
bulimia nervosa have been 6 to 8 weeks in duration, 
although one lasted 16 weeks (4). To our knowledge, 
the only long-term follow-up data on patients treated 
with antidepressants were published by Pope et al. 
(13). They presented 2-year follow-up data on 20 bu- 
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limic subjects who were treated with various antide- 
pressant drugs, open label, after participating in a pla- 
cebo-controlled, double-blind study of imipramine (1). 

Of the controlled psychotherapy studies, several 
have included follow-up components; they ranged in 
duration from 10 weeks to 6 months, and one study 
included a follow-up of up to 2 years (6). The number 
of subjects involved in follow-up reports of prior treat- 
ment with either antidepressants or psychotherapy has 
ranged from 10 to 33 (6—13). 

We recently completed a randomized controlled 
treatment study of bulimia nervosa. The posttreatment 
outcome of this 12-week study will be reported else- 
where (14). In this report, we present data on the 6- 
month follow-up of treatment responders and, in par- 
ticular, will discuss and compare the efficacy of various 
maintenance strategies. 


METHOD 


The subjects were bulimic women aged 18 to 40 
years who responded to initial treatment. Before en- 
tering treatment each woman had satisfied the DSM- 
III criteria for bulimia and had a history of binge- 
eating coupled with self-induced vomiting or laxative 
abuse at least three times a week for 6 months. The 
initial treatment lasted 12 weeks and included a 2- 
week single-blind placebo phase (visit 1 to visit 3) to 
exclude early placebo responders, after which the sub- 
jects were randomly assigned to four treatments: 1) 
imipramine plus intensive group psychotherapy, 2) 
placebo plus intensive group psychotherapy, 3) imip- 
ramine, or 4) placebo. The medication management 
has been described in detail previously (15) and in- 
cluded dose increases to 200 to 300 mg/day of imip- 
ramine under double-blind conditions. The group psy- 
chotherapy component, also previously hee (15), 
involved nutritional counseling, cognitive-behavioral 
techniques, and strong emphasis on gaining control of 
eating behavior early in the course of treatment. This 
highly structured, manual-based group program was 
intensive and included a total of 45 hours of group 
participation over 10 weeks. 

The criterion for response to treatment was a max- 
imum of two episodes of binge-eating plus self-induced 
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TABLE 1. Reduction in Binge-Eating After Initial Treatment and at 6 Months for Bulimic Treatment Responders Given Maintenance 


Treatment With imipramine, Placebo, and/or Support Group 


Binge-Eating Episodes per Week 
Before Initial After Initial Percent Reduction 

Treatment Treatment (visits At 6-Month From Baseline 

(visits 1—3) 9 and 10) Follow-Up After Initial At 6-Month 
Maintenance Treatment N Mean SD Mean SD Mean SD Treatment Follow-Up 
Imipramine plus support group 18 8.3 4.4 0.8 23 1.0 5.4 90 88 
Placebo plus support group 13 79 325 0.3 0.5 0.5 1.1 96 94 
Support group only 21 8.8 3.4 0.4 0.5 0.7 1.1 95 92 
Imipramine only 3 6.0 3.6 0.7 0.6 0.0 0.0 88 100 
Placebo only 6 8.1 2.6 0.2 0.3 0.4 0.9 98 95 


vomiting and/or laxative use during the last 2 weeks of 
treatment. The subjects who satisfied the criterion for 
treatment response at the end of the initial treatment 
phase were assigned to various aftercare strategies. 
Subjects with three or more episodes of binge-eating 
during the last 2 weeks were deemed treatment failures 
and were offered participation in other treatment stud- 
ies, usually open-label medication trials. 

The responders participated in various maintenance 
strategies for the next 4 months and then were fol- 
lowed up 2 months later at the 6-month visit. Treat- 
ment responders who had been receiving imipramine 
were randomly assigned to either imipramine or pla- 
cebo maintenance, at the dose associated with re- 
sponse, for 4 months and then were seen for follow-up 
2 months later. The subjects assigned to placebo with 
group therapy during initial treatment were given no 
medication (imipramine or placebo) during mainte- 
nance. Treatment responders who had participated in 
intensive group psychotherapy, with or without active 
drug, were offered a weekly support group for the fol- 
lowing 4 months and then followed up 2 months later. 
The subjects were encouraged to attend this group. 
The subjects who met the criterion for treatment suc- 
cess and had received placebo alone (four of 26, 15%) 
were not assigned to maintenance strategies but were 
followed up at 6 months. None of these placebo re- 
sponders was symptom-free at the end of treatment. 

The subjects who received imipramine or placebo 
during maintenance had brief medication visits every 
other week. The subjects who were treated with imip- 
ramine during the initial treatment phase and were 
randomly assigned to placebo maintenance were trans- 
ferred to the new medication gradually over 2 weeks 
through the use of two medication bottles. To main- 
tain the double-blind protocol during follow-up, the 
same procedure was used for subjects continuing to 
take imipramine. At the end of 4 months the support 
group ended, and whatever medications the subjects 
had been taking were tapered off over the next 2 
weeks. To encourage the subjects to share information 
about their behavior that they might be reticent to 
discuss with their study physicians, they also were seen 
for interviews at 1 month and 6 months after the end 
of initial treatment by an investigator who had no 
other contact with them during the course of the study. 
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Relapse during follow-up was defined as binge-eat- 
ing coupled with self-induced vomiting or laxative 
abuse on eight or more occasions in a 4-week period. 
This criterion was chosen because it approximates the 
DSM-III-R frequency criterion. Remission at follow- 
up was defined as four or fewer episodes of binge-eating 
plus purging during the last 4 weeks of follow-up. 

The relationships of the initial and maintenance 
treatments to relapse were examined by means of two- 
tailed chi-square tests. For 2X2 tables, Yates-corrected 
chi-square was used. 


RESULTS 


The frequencies of binge-eating at baseline (visit 1 to 
visit 3), end of initial treatment (visits 9 and 10), and 
6-month follow-up are shown in table 1. The treat- 
ment responders’ substantial reduction in binge-eating 
behaviors at the end of initial treatment was main- 
tained at 6-month follow-up. 

The number of subjects assigned to each mainte- 
nance treatment is shown in table 2. The number of 
subjects who were assigned to imipramine alone was 
quite small, primarily because the rate of initial re- 
sponse to imipramine alone was low. 

The protocol called for offering alternative treat- 
ment if a subject became sufficiently symptomatic to 
meet the DSM-III criteria for bulimia or major depres- 
sion. Consequently, a number of subjects dropped 
from the protocol because of relapse might have been 
in remission at follow-up if they had remained in the 
study. 


Maintenance Including Support Group 


One of the 19 subjects who responded to initial 
treatment with group therapy plus imipramine and 
were subsequently assigned to support group plus 
imipramine maintenance was lost to follow-up (table 
2). Four subjects relapsed during the first 3 months of 
maintenance treatment, and one was dropped because 
of depressed mood. Of the 15 subjects assigned to sup- 
port group plus placebo maintenance after responding 
to group therapy plus imipramine, one became preg- 
nant, so her code was broken and she was dropped 
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TABLE 2. 6-Month Outcome for Bulimic Treatment Responders Given Maintenance Treatment With Imipramine, Placebo and/or Support 


Group 


—————————————— PráÓ Hr 


Treatment 
Responders 
bicis Sacer Maintenance 
Initial Treatment N N 96 Treatment 


Group therapy plus 39 34 87 Imipramine plus sup- 


imipramine port group (N19) 
Placebo plus support 
group (N=15) 
Group therapy plus 29 25 86 Support group only 
placebo (N=25) 
Imipramine only 31 9 29 Imipramine only 
(N=3) 
Placebo only (N=6) 
Total 99 68 69 — 


from the protocol; another was lost to follow-up. As 
can be seen from table 2, four of the remaining 13 
subjects relapsed, and two received antidepressant 
treatment for depressed mood. Three of the subjects 
relapsed during the first 2 months of maintenance, and 
one relapsed during the third and fourth months of 
maintenance. 

Four (16%) of the 25 subjects who were assigned to 
support group maintenance only following initial 
treatment with group therapy plus placebo could not 
be located for the 6-month follow-up (table 2). Three 
of the 21 interviewed experienced relapse during the 
follow-up period. Two relapsed during the 4-month 
maintenance, and one relapsed during the 2 months 
after maintenance; in addition, one was dropped from 
the protocol because of depressive symptoms. Overall, 
of the 52 subjects assigned to support group mainte- 
nance and followed up at 6 months, 11 (21%) relapsed 
and four were dropped because of worsened mood. 


Maintenance Without Support Groups 


Of the nine subjects who had responded to active 
medication alone during the initial treatment phase, 
six were assigned to placebo maintenance and three 
were assigned to active drug maintenance (table 2). 
Five of the six assigned to placebo relapsed within 2 
months, while one remained symptom-free over the 
entire 6-month period. One of the subjects assigned to 
imipramine alone was maintained throughout the 
maintenance period at the dose at which response had 
occurred; the medication was administered in a dou- 
ble-blind fashion, and the patient was free of symp- 
toms. The other two patients in this group became 
symptomatic during the 4-month maintenance. 

Overall, two of the nine subjects who had received 
imipramine alone during initial treatment and had met 
the criterion for treatment response maintained their 
improvement throughout the 6-month follow-up (one 
with active drug and one with placebo) and were 
symptom-free at follow-up. 
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Did Not Complete 


i Protocol Completed Protocol 
Subjects at 
6-Month Depressed Symptom- 
Follow-Up Relapse Mood Remission Free 
N Yo N % N y N % N % 
18 95 4 22 1 6 13 72 11 61 


Open Drug Treatment During Follow-Up 


Altogether, 22 subjects were dropped from the treat- 
ment protocol and had their codes broken, 18 for re- 
lapse and four for worsening of mood. Twenty-one 
received open drug treatment with antidepressant 
medication. Three of the seven subjects who received 
imipramine maintenance and were dropped from the 
protocol were in remission at follow-up. Both subjects 
who had received maintenance imipramine without 
support groups responded to alternative antidepres- 
sants and were symptom-free. Eight (73%) of the 11 
subjects for whom placebo failed to maintain response 
were in remission at follow-up, and six (5596) were 
symptom-free. Three of the four subjects who had not 
received either imipramine or placebo during mainte- 
nance treatment and became symptomatic were openly 
treated with antidepressants and were in remission at 
follow-up, although none was symptom-free. Alto- 
gether, 14 (67%) of the 21 subjects treated with anti- 
depressants because of relapse to bulimic behavior or 
worsening of mood were again in remission at follow- 
up, and eight (38%) were symptom-free. Of the 61 
subjects who either completed the research protocol or 
received open drug treatment (typical of clinical man- 
agement), 54 (89%) remained in remission and 39 
(64%) were symptom-free. 


Relapse Rates 


Overall, relapse occurred in 11 (21%) of the 52 
treatment responders who had received initial treat- 
ment with intensive group psychotherapy with or 
without imipramine, compared with seven (78%) of 
the nine who were initially treated with imipramine 
alone. Initial treatment with group psychotherapy was 
positively associated with freedom from relapse when 
compared with initial treatment not involving group 
psychotherapy (x*=9.26, df=1, p=0.002). Initial treat- 
ment involving imipramine with or without group 


therapy was followed by relapse in 15 (382G)wotsthe 40 





OUTCOME IN BULIMIA 


TABLE 3. Relationship Between Relapse at 6 Months and Sup- 
port Group Attendance for Bullmic Treatment Responders 


Attendance at Group HL a 
Sessions N N Yo 
<25% 17 2 12 
25 %~29% 11 2 18 
50%-75% 11 3 27 
>75% 13 4 31 
Total . 52 11 21 


treatment responders, while initial treatment with 
group therapy plus placebo was followed by relapse in 
three (14%) of 21. This difference was not statistically 
significant (y*=2.54, df=1, p=0.11). However, when 
the relapse rates of the subjects who had received sup- 
port group plus imipramine (26%), support group plus 
placebo (1496), and imipramine alone (7896) were 
compared, initial treatment with group therapy plus 
placebo was positively associated with freedom from 
relapse (x^—12.63, df=2, p=0.002). 

Maintenance treatment with imipramine appeared 
to have little impact on relapse rate. The relapse rate 
for the patients who had imipramine maintenance with 
or without the support group was 29% (six of 21), and 
for placebo maintenance with or without the support 
group it was 47% (nine of 19). This difference was not 
statistically significant (y*=0.81, df=1, p=0.37). 

Attendance at maintenance support group sessions, 
as anticipated, was far from regular for many of these 
subjects, and a majority of the subjects attended fewer 
than half the available follow-up maintenance ses- 
sions. The relationship between relapse and support 
group attendance is shown in table 3. The relapse rates 
increased with percentage of maintenance group ses- 
sions attended; however, this difference was not sig- 
nificant when the relapse rates of the subjects attending 
fewer than half of the group sessions (14%) and those 
attending more than half of the group sessions (29%) 
were compared (x*=0.94, df=1, p=0.33). 

The majority of subjects who relapsed did so during 
the first 2 months (13 of 18, 72%), while four (22%) 
relapsed during the third and fourth months and one 
(6%) during the sixth month. 


DISCUSSION 


The most important factor in preventing relapse was 
initial treatment with group psychotherapy regardless 
of maintenance treatment. Indeed, 59 of the 68 treat- 
ment responders initially received group therapy. The 
12-week initial treatment results summarized at the 
beginning of this report clearly indicate that, although 
antidepressants alone were effective in suppressing tar- 
get eating behaviors, many subjects remained sympto- 
matic at a level we thought unacceptable for mainte- 
nance therapy. Several subjects responded to these 
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drugs dramatically, but most did not become free of 
symptoms. 

We found, as did Pope et al. (13), a high relapse rate 
when treatment with active drug only was discontin- 
ued. However, 69% of the subjects initially treated 
with group therapy and imipramine and assigned to 
placebo during maintenance did not relapse into bu- 
limic behavior. The relapse rate during follow-up for 
subjects who had received imipramine initially and 
placebo during maintenance (regardless of group treat- 
ment at either time) was 47% (nine of 19), and for 
subjects receiving both initial and maintenance imip- 
ramine treatment (regardless of group treatment at ei- 
ther time) the relapse rate was 29% (six of 21). With a 
larger sample this difference might achieve statistical 
significance, supporting longer courses of antidepres- 
sant treatment. Overall, it was our impression that the 
maintenance of subjects with imipramine or placebo 
was more complex than the maintenance of subjects 
receiving support group maintenance alone. Although 
the numbers in the individual maintenance cells were 
small, the data suggest that the addition of antidepres- 
sant maintenance treatment does not prevent relapse in 
those maintained with the support group. On the other 
hand, 11 of the subjects assigned to maintenance with 
support group plus imipramine or maintenance with 
support group plus placebo had their codes broken 
and received nonblind medication trials, eight because 
of relapse and three because of depressed mood, and 
most responded to medication. In fact, an 89% rate of 
remission at follow-up is achieved if the subjects who 
received open drug treatment for relapse (N—17) or 
depressed mood (N=4) are included with those who 
completed the protocol. Our results for open drug 
treatment are similar to those obtained by Pope et al. 
(13) for long-term follow-up and support their conten- 
tion that the usual clinical practice of sequential anti- 
depressant trials for affective disorder may also be use- 
ful for bulimia nervosa treatment. 

The protocol design failed to allow for typical fluc- 
tuations in bulimic behavior. We do not know how 
many subjects who experienced relapse as defined in 
this study might have attained remission by follow-up 
without additional intervention. Consequently, our rates 
of remission at follow-up may be overly conservative. 

There were three main maintenance group strate- 
gies: support group alone, support group plus active 
drug, and support group plus placebo. In all three of 
these maintenance cells the majority of patients did not 
relapse through the period of follow-up, although 
many had isolated episodes of bulimic symptoms dur- 
ing this period. This observation fits well with results 
from previous follow-up studies of patients treated for 
bulimia nervosa in our clinic (16, 17), demonstrating 
that even a patient who has a good long-term progno- 
sis may have isolated episodes of bulimic symptoms. 
Overall, 11 (2196) of the subjects in the three support 
group maintenance cells each experienced at least one 
episode of binge-eating and purging, and five (10%) 
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were actively bulimic at 6-month follow-up, even after 
open drug treatment. 

The support group attendance during the mainte- 
nance period averaged less than 50%. This was not 
unexpected. The majority of subjects who relapsed at- 
tended the majority of group sessions, while the ma- 
jority of those who never relapsed attended fewer than 
50% of group sessions. This suggests that attendance 
at support group sessions reflected seeking of further 
treatment and support and that many subjects who 
were in better control of their eating behavior did not 
desire further participation in a group. 

We have always found it difficult to ascertain the 

roper duration of treatment for this disorder. Clearly, 
onger treatment is desirable in terms of achieving sta- 
bility and reducing symptoms, but the longer the treat- 
ment the less likely patients are to remain compliant 
with it. Therefore, in this research project we used a 
sequential strategy—a 12-week initial treatment phase 
and then a maintenance phase—hoping that patients 
who needed support and structure during the mainte- 
nance period would participate in the support group 
that was offered rather than seek treatment outside the 
research protocol. We also anticipated that some pa- 
tients who were doing well: would choose not to be 
involved beyond the initial treatment phase. To have 
absolutely required the group sessions, equating non- 
attendance at group sessions with dropping out of 
treatment, could have set up some patients for a sense 
of failure. 

The literature on psychotherapy outcome relevant to 
this discussion involves the follow-up psychotherapy 
studies already cited. Kirkley et al. (10) reported 3- 
month follow-up data on 22 subjects treated with ei- 
ther cognitive-behavioral therapy or a nondirective 
group format. The percent of subjects free of bulimic 
symptoms at follow-up was 38% for those receiving 
cognitive-behavioral treatment and 11% for those in 
the nondirective group treatment. Wilson et al. (11) 
reported a 6-month follow-up of 10 subjects treated 
with cognitive restructuring plus exposure and re- 
sponse prevention or cognitive restructuring alone. 
Overall, 40% were symptom-free at follow-up. 

Leitenberg et al. (12) reported that five (5096) of 10 
patients treated with cognitive-behavioral therapy and 
highly structured exposure and response prevention 
were symptom-free at 6-month follow-up, while cog- 
nitive-behavioral therapy with less structured exposure 
and response prevention (18%) and cognitive-behav- 
ioral therapy alone (33%) were less effective. Fairburn 
et al. (8) reported that 55% of 22 subjects who had 
been treated with either cognitive-behavioral therapy 
or short-term focal individual psychotherapy were free 
of bulimic behaviors at 12-month follow-up, and 
Lacey (6) reported that 20 (69%) of 29 subjects treated 
with structured individual plus group psychotherapy 
were free of bulimic symptoms at follow-up of up to 2 
years. 

Our results seem to compare favorably with these 
reports: 51% of the 61 treatment responders (who 
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comprised 69% of the treatment completers) seen at 
follow-up within the protocol reported that they were 
symptom-free. When open drug treatment was in- 
cluded, 6496 of the 61 treatment responders were 
symptom-free. However, the validity of self-report 
data must always be questioned. It is possible that our 
subjects underreported symptoms in order to be clas- 
sified as treatment responders, although they were un- 
aware of the outcome criteria. To date there are no 
follow-up data for the patients who responded to med- 
ication after a significant drug-free period. However, 
the data from an 18-month follow-up study now in 
progress will provide a better perspective on the efficacy 
of these initial treatments and the associated mainte- 
nance treatment strategies for treatment responders. 
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A Double-Blind, Placebo-Controlled Trial of Fluoxetine 
Plus Behavior Modification in the Treatment 
of Obese Binge-Eaters and Non-Binge-Eaters 


Marsha D. Marcus, Ph.D., Rena R. Wing, Ph.D., Linda Ewing, M.S., 
Edward Kern, M.D., Michael McDermott, B.S., and William Gooding, M.S. 


To determine whether fluoxetine is effective in the 
long-term treatment of obesity and whether it is par- 
ticularly useful in the treatment of obese binge-eaters, 
the authors randomly assigned 45 obese subjects (22 
with binge-eating problems and 23 without binge-eat- 
ing) to fluoxetine (60 mg/day) or placebo in a 52-week 
double-blind trial, The 21 subjects who completed the 
trial made 13 clinic visits and were taught basic behav- 
ior modification strategies. Patients treated with fluox- 
etine plus behavior modification lost significantly more 
weight than those treated with placebo plus behavior 
modification. However, the drug did not appear to 
have a differential benefit for binge-eaters. 

(Am J Psychiatry 1990; 147:876—881) 


besity is a major public health problem, affecting 

over 34 million Americans (1). To date, most 
treatments for obesity have been only moderately suc- 
cessful; weight losses are usually modest, and mainte- 
nance of weight loss is poor (2). Efforts are clearly 
needed to develop more effective treatments for this 
disorder. 

Fluoxetine, a bicyclic antidepressant, has shown 
promise in the treatment of obesity. In initial studies 
with depressed patients, this drug was found to pro- 
duce a small but significant weight loss, in contrast to 
tricyclic antidepressants, which have often been asso- 
ciated with weight gain (3). Subsequently, two short- 
term double-blind studies (4, 5) were conducted to as- 
sess the weight loss effect of fluoxetine in obese 
nondepressed subjects. Patients treated with fluoxetine 
each lost approximately 4.5 kg over each 8-week 
study, while patients who took placebo lost only 1.4— 
1.8 kg. The mechanism of the apparent anorexic effect 
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of fluoxetine is not known but is thought to be related 
to the fact that fluoxetine is a specific inhibitor of se- 
rotonin reuptake. Both animal (6, 7) and human (8) 
studies suggest that drugs which increase central sero- 
tonin levels decrease both carbohydrate intake and 
overall calorie intake. 

Studies have also suggested that fluoxetine may also 
be useful in the treatment of bulimia nervosa (9—11). 
Thus, this drug may be particularly effective in the 
treatment of the subgroup of obese patients who re- 
port binge-eating. Previous studies (12) suggest 20%— 
46% of obese applicants to behavioral weight loss pro- 
grams report severe binge-eating. These patients meet 
the DSM-III criteria for bulimia and report behavior 
patterns that are similar to those of normal-weight pa- 
tients with bulimia nervosa (except that purging is less 
common in the obese) (13). Moreover, obese binge- 
eaters perform poorly in behavioral weight control 
programs. They lose weight initially but rapidly regain 
it (14, 15). When compared to obese non-binge-eaters, 
obese binge-eaters report more maladaptive attitudes 
toward dieting, more dysphoria, and more psychiatric 
symptoms (13). These differences are not ameliorated 
by behavioral treatment for obesity (14). 

Therefore, the present study was designed to deter- 
mine whether fluoxetine in combination with behavior 
modification is effective in the long-term treatment of 
obesity and whether this regimen has particular bene- 
fits for obese individuals who report binge-eating. The 
current study was conducted within the context of a 
larger clinical trial of fluoxetine in the treatment of 
obesity. However, ours was the only center to specif- 
ically recruit obese binge-eaters and non-binge-eaters 
and to compare their treatment outcomes. 


METHOD 
Subjects 

Subjects were recruited through newspaper adver- 
tisements and were required to be 18—50 years of age 


and to have a body mass index greater than 30 (a body 
mass index of 30 corresponds to approximately 2596 
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TABLE 1. Baseline Characteristics of Obese Binge-Eaters and 
Non-Binge-Eaters Given Behavior Modification Plus Fluoxetine or 
Placebo 


Weight Body Mass Age 
(kg) Index (years) 

Group N Mean SD Mean SD Mean SD 
Fluoxetine 

Nonbinge 13 92.8 15.9 37.4 64 406 6.2 

Binge 10 103.9 16.0 38.1 42 40.3 9.5 
Placebo 

Nonbinge 10 110.0 18.4 398 7.1 344 67 

Binge 12 947 222 37.7 84 40.9 7.9 


above ideal weight for height). The exclusionary crite- 
ria included previous participation in fluoxetine stud- 
ies; pregnancy; recent use of appetite suppressants, an- 
tidepressant drugs, or lithium; history of seizure 
disorder, psychosis, bipolar affective disorder, or sub- 


stance abuse; and multiple drug allergies or major 


medical illness. Subjects were not paid or offered other 
incentives for participation in the study. 

To define the subgroups of obese binge-eaters and 
non-binge-eaters, interested individuals were asked to 
complete the Binge Eating Scale, a 16-item question- 
naire that has been shown to successfully identify in- 
dividuals with no, moderate, or severe binge-eating 
(16). The diagnosis of binge-eating was not confirmed 
by clinical interview, but in a previous study (11) 9896 
of the individuals with Binge Eating Scale scores higher 
than 27 and none of those with scores lower than 17 
met the DSM-III criteria for bulimia when interviewed 
by an experienced clinician. For the present study, in- 
dividuals who scored in the top quartile on the Binge 
Eating Scale (higher than 29) were designated binge- 
eaters and those with scores in the lowest quartile 
(lower than 17) were designated non-binge-eaters. 

The mean+SD weight, body mass index, and age of 
the binge-eaters and non-binge-eaters who received flu- 
oxetine and placebo are shown in table 1. All but four 
of the subjects were female; the binge-eating/fluoxetine 
group and the non-binge-eating/placebo group each 
contained two men. The patients were categorized by 
age (20—35 and 36—50 years), body mass index (less 
than or equal to 35 and greater than 35), and sex, and 
binge-eaters and non-binge-eaters were randomly se- 
lected from blocks of patients with the same age, body 
mass index, and sex categories. These individuals 
(N51) were invited for interviews, at which time the 
study was described and self-reported height and 
weight were verified. All study participants signed con- 
sent forms approved by the Biomedical Review Board 
of the University of Pittsburgh. The subjects were then 
each given a psychiatric interview and a complete med- 
ical examination, including blood tests, urine analysis, 
chest X-ray, and ECG. Two patients were excluded for 
health reasons and four decided not to participate; 45 
subjects made up the final sample. 

Eligible subjects (binge-eaters and non-binge-eaters) 
were randomly assigned to fluoxetine or placebo as 
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they entered the trial by taking unmarked prepackaged 
drugs that were handed out in serial order. As seen in 
table 1, the four subgroups of binge-eaters and non- 
binge-eaters taking fluoxetine and placebo were simi- 
lar in weight, body mass index, and age. 


Treatment 


The patients were given placebo in single-blind fash- 
ion at week 1 to ensure their compliance with the de- 
mands of the study before randomization. At week 2 
the subjects were randomly assigned to fluoxetine (60 
mg/day) or to placebo for the remainder of the year. 
All patients were directed to take one capsule each 
morning. The blind was administered by the company 
that provided the drugs, which distributed prepack- 
aged drugs to each center. Envelopes containing indi- 
vidual randomization information were available at 
each site to be opened in cases of medical necessity. 

The patients were scheduled for 13 clinic visits dur- 
ing the yearlong trial (weeks 1, 2, 4, 6, 8, 10, 14, 18, 
22, 30, 38, 46, and 54). At each visit the patient was 
weighed and pulse, blood pressure, and temperature 
were measured. Negative symptoms were elicited 
through open-ended questioning and were reported 
systematically by means of a dictionary of acceptable 
terms. A pill count was done at each visit, and blood 
was drawn at weeks 18, 38, and 54 for assays of 
plasma concentrations of fluoxetine and norfluoxetine 
with a gas chromatograph and an electron capture de- 
tector (17). The blood tests and urine analysis were 
repeated at weeks 6, 18, 38, and 54. The physical ex- 
amination was repeated at week 54 or when a patient 
quit participating in the study. The study completers 
were contacted 3—6 months after completion of the 
trial to determine maintenance of weight loss. 

All patients were provided with a basic behavior 
modification program within the context of the 13 
clinic visits. They were given lesson manuals and 
taught behavioral strategies to change their eating and 
exercise habits; these methods included self-monitor- 
ing, stimulus control, goal setting, and problem solv- 
ing. Each patient was given an individual calorie goal 
designed to produce a weight loss of approximately 1 
lb/week and was directed to monitor calorie intake. 
The patients were encouraged to decrease their intake 
of fat and to increase consumption of complex carbo- 
hydrates. A walking program was prescribed, with 
stepwise goals for increasing exercise up to 2 miles per 
day on 5 days per week. During each visit, 20—30 min- 
utes were spent on the behavioral program. However, 
because of the scheduling of clinic visits, most of the 
behavioral training was provided during the first 20 
weeks of the trial. 


Dependent Measures 
The patients were weighed at each clinic visit in 


street clothes, without shoes, on a balance beam scale. 
Before and after treatment the patients completed the 
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TABLE 2. Reasons for Premature Discontinuation of Treatment 
for Obese Patients Given Behavior Modification Plus Fluoxetine or 
Placebo 


Weight 
Weeks in Change 
Patient Trial (kg) Reason for Discontinuation 
Fluoxetine 
6 31.9 —17.8 Headaches 

10 6.4 —3.8 Family problems 

11 5.0 —2.7 Fatigue 

12 33.4 —5.7 Personal problems 

14 44.0 —3.9 Inadequate response 

24 8.0 —1.0 Insomnia’ l 

22 36.9 —8.1 Inadequate response 

36 0.6 —3.3 Urticaria 

44 38.7 +4.1 Depressive symptoms 

47 49.4 +5.6 Personal reasons, inadequate 

response 
Placebo 
4 47.4 —1.1 Family problems 

13 8.0 —0.1 Fatigue, depressive symptoms 

17 34.1 —1.7 Family problems 

23 6.0 —1.5 Lost to follow-up 

23 44.0 +2.1 Inadequate response 

26 35.0 +1.6 Inadequate response 

28 7.7 —1.5 Major depression 

29 12.0 -5.2 Family problems 

34 3.5 —3.4 Inadequate response 

37 5.0 —1.9 Fatigue 

39 7.3 —2.7 Family problems 


Beck Depression Inventory (18) and the Eating Disor- 
ders Inventory (19). The Beck Depression Inventory is 
a 21-item self-report questionnaire with established 
psychometric qualities that is used to assess the sever- 
ity of depressive symptoms. The Eating Disorders In- 
ventory is a 64-item self-report measure designed to 
assess psychological and behavioral traits common in 
anorexia nervosa and bulimia. It has been demon- 
strated to be reliable and to distinguish anorexic and 
bulimic patients from control subjects (19). The Eating 
Disorders Inventory has eight subscales: 1) drive for 
thinness, 2) bulimia, 3) body dissatisfaction, 4) inef- 
fectiveness, 5) perfectionism, 6) interpersonal distrust, 
7) interoceptive awareness, and 8) maturity fears. 

Analyses of variance (ANOVAs) were used to deter- 
mine whether treatment (fluoxetine, placebo) or binge 
status (binge-eater, non-binge-eater) affected change in 
weight or Beck Depression Inventory score. Attrition 
data were examined by means of nonparametric sur- 
vival analyses. Nonparametric techniques also were 
used for analyses involving the Eating Disorders Inven- 
tory, as the data were not normally distributed. 


RESULTS 
Attrition and Compliance 

Three patients (two receiving fluoxetine, one taking 
placebo) participated in the trial for less than 1 week 


and did not attend the first visit after the beginning of 
treatment (i.e., visit 3). These patients were excluded 
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TABLE 3. Negative Symptoms Reported by Obese Patients Glven 
Behavior Modification Plus Fluoxetine or Placebo 


Fluoxetine Placebo 
(N=21) (N=21) 
Symptom N 7o N 76 
Rhinitis 10 47.6 9 42.9 
Asthenia 8 38.1 2 9.5 
Headache 7 33.3 8 38.1 
Back pain 4 19.0 3 14.3 
Dyspepsia 4 19.0 1 4.8 
Depression 4 19.0 2 9.5 
Insomnia 4 19.0 3 14.3 
Pruritis 4 19.0 0 0.0 
Sweating 4 19.0 0 0.0 
Constipation 3 14.3 0 0.0 
Diarrhea 3 14.3 3 14.3 
Dry mouth 3 14.3 0 0.0 
Nausea and vomiting 3 14.3 0 0.0 
Pharyngitis 3 14.3 2 9.5 
Rash 3 14.3 2 9.5 


from all outcome analyses. The remaining 42 patients 
averaged 36.1 weeks in the study. The patients who 
did not complete the 52-week trial are described in 
table 2. The individuals who dropped out of the trial 
did not differ from the program completers on any 
baseline characteristic. A survival analysis revealed 
that premature discontinuation was not associated 
with treatment condition or binge status. Specifically, 
the mean duration of drug treatment was 33.8 weeks 
for placebo patients and 38.3 weeks for fluoxetine pa- 
tients (Breslow [generalized Wilcoxon]=0.24, p=0.63) 
and 39.4 weeks for non-binge-eaters and 32.7 weeks 
for binge-eaters (Breslow=1.5, p=0.22). 

Table 3 lists the negative symptoms reported by 
10% or more of the patients taking fluoxetine during 
the current investigation. Two-tailed Fisher’s exact 
tests indicated that there was no significant difference 
between treatment conditions in the reporting of any 
negative symptom or in the number of patients who 
discontinued the trial because of negative symptoms 
(five fluoxetine patients versus three placebo patients; 
y7=0.62, df=1, p=0.7). 

Fluoxetine and norfluoxetine assay data were avail- 
able on all of the program completers taking active 
drug (N=11). (The samples drawn from placebo pa- 
tients were not assayed.) The assays revealed means of 
386.7, 342.0, and 298.7 ng/ml of fluoxetine and 
316.4, 258.3, and 257.7 ng/ml of norfluoxetine from 
the blood samples drawn at weeks 18, 38, and 54, 
respectively. These averages are consistent with those 
observed in other patients taking 60 mg/day of fluox- 
etine (15). Pill count data indicated excellent compli- 
ance with the drug regimen. 


Weight Loss 
The patients treated with fluoxetine plus behavior 


modification lost significantly more weight than the 
patients treated with placebo plus behavior modifica- 
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TABLE 4. Welght Change of Obese Patients Given Behavior Modification Plus Fluoxetine or Placebo 


Fluoxetine 
Week of WEE oe 
Visit Treatment Mean SD N 
3 2 —2.5 1.3 21 
6 8 -—-7.5 2.7 18 
9 20 —11.2 5.8 17 
11 36 —12.3 9.3 15 
13 52 ~13.9 12.7 11 


FIGURE 1. Weight Loss of 21 Obese Binge-Eaters and Non-Binge- 
Eaters Who Completed Trial of Behavior Modification Plus Fluoxe- 
tine or Placebo 


* —-* Placebo / Nonbinge 
* —-* Placebo / Binge 
^— ^ Drug / Nonbinge 

5 a—-a Drug / Binge 


Weight Change (kg) 


0 4 8 


12 18 20 28 38 44 52 


Week of Drug Treatment 


tion. Ás seen in table 4, the difference between fluox- 
etine and placebo groups was apparent after 2 weeks 
of drug treatment and remained significant throughout 
the period of study. The patients treated with fluoxe- 
tine who completed the study (N=11) lost a mean of 
13.9 kg, compared to a 0.6-kg gain for the patients 
treated with placebo (N=10) (F=11.3, df=1, 19, 
p«0.004). 

Figure 1 shows the pattern of weight loss for the 21 
patients who completed the trial. A repeated measures 
ANOVA with treatment condition and binge status as 
between-group factors and weeks of drug treatment (0, 
8, 20, 36, 52) as a within-subject factor revealed that 
the patients in the fluoxetine plus behavior modifica- 
tion condition lost significantly more weight over time 
than those treated with placebo plus behavior modifi- 
cation (F=7.29, df=4, 68, p<0.001). As seen in figure 
1, the non-binge-eaters taking fluoxetine (N=7) lost an 
average of 17.1 kg and the binge-eaters taking fluox- 
etine (N—4) lost an average of 8.4 kg. However, the 
interaction of Binge Status by Treatment Condition by 
Time was not significant (F=1.47, df=4, 68, p=0.22). 

Additional analyses were performed to examine the 
nature of the difference between treatments over time. 
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Placebo 
Weight Change 
ke) ANOVA 
Mean SD N F df P 
—1.0 1.6 21 10.1 1, 40 0.003 
—1.8 4.4 15 20.3 1,31 0.0001 
—2.1 6.1 14 17:9 1, 29 0.0002 
—0.7 6.2 13 13.4 1, 26 0.001 
0.6 5.0 10 11.3 1,19 0.004 


The binge-eaters and non-binge-eaters were combined, 
and we examined the response patterns of the groups 
receiving fluoxetine plus behavior modification and 
placebo plus behavior modification separately for time 
trends. The results indicated that the weight of the 
patients in the placebo plus behavior modification con- 
dition did not vary significantly over time (F=2.12, 
df=4, 36, p=0.10). In contrast, there was a significant 
change for patients who received fluoxetine plus be- 
havior modification (F=13.65, df=4, 40, p<0.0001). 
All orthogonal polynomial components were signifi- 
cant, adding little to an understanding of the underly- 
ing trend. Consequently, separate trend analyses were 
conducted to examine the response of the patients re- 
ceiving fluoxetine plus behavior modification during 
the first 20 weeks and the second 32 weeks of the 
52-week trial. Repeated measures analyses indicated 
that the fluoxetine-treated patients lost à significant 
amount of weight (mean=13.5 kg) during the first 5 
months of the trial (F=65.6, df=2, 20, p<0.0001). 
Approximately 9096 of this effect was explained by the 
linear component. In contrast, the weight of the fluox- 
etine-treated patients did not change significantly 
(mean loss=0.5 kg) during the remainder of the trial 
(F=0.13, df=2, 20, p=0.88). 

Follow-up data were obtained from 15 of the 21 
program completers 3—6 months after the trial. Twelve 
of the 15 were weighed at the clinic, and three patients 
reported their weights by mail or telephone. An 
ANOVA revealed a main effect of treatment on follow- 
up weight change (F=6.63, df=1, 11, p«0.02). The 
mean+SD weight gain reported by the fluoxetine pa- 
tients was 5.4+4.9 kg, and for the placebo patients it 
was 0.32.7 kg, suggesting that the patients began to 
regain weight after the termination of fluoxetine ther- 
apy. Binge status did not affect posttreatment weight 
change. 


Depressive Symptoms and Eating Attitudes 


The fluoxetine and placebo patients did not differ at 
pretreatment in self-reported depressive symptoms or 
Eating Disorders Inventory profile. However, at base- 
line the binge-eaters reported significantly more de- 
pressive symptoms on the Beck Depression Inventory 
(mean+SD=11.9+6.8) than the non-binge-eaters (5.6 
+5.4) (t —3.4, df—43, p«0.001). A Wilcoxon two- 
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sample test showed that the binge-eaters also scored . 


significantly higher on six of the eight subscales of the 
Eating Disorders Inventory: drive for thinness (y^-— 
14.4, df=1, p<0.0001), bulimia (x*=22.3, df=1, p< 
0.0001), body dissatisfaction (x^—6.6, df=1, p<0.01), 
ineffectiveness (x^— 10.2, df=1, p<0.002), perfection- 
ism (x^—5.1, df=1, p<0.03), and interoceptive aware- 
ness (x*=9.3, df=1, p<0.003). 

. Repeat assessments with the Beck Depression Inven- 
tory and the Eating Disorders Inventory were com- 
pleted by the 21 patients who finished the yearlong 
trial. Changes in self-reported depressive symptoms as- 
sessed with the Beck Depression Inventory did not dif- 
fer as a function of time, treatment condition, or binge 
status. Similarly, changes in Eating Disorders Inven- 
tory subscale scores did not vary as a function of treat- 
ment condition, time, or binge status, with one excep- 
tion. The binge-eaters’ scores on the bulimia subscale 
of the Eating Disorders Inventory decreased signifi- 
cantly during the trial, as revealed by a Kruskal-Wallis 
one-way ANOVA (x*=4.2, df=1, p<0.04). However, 
the scores decreased irrespective of treatment, i.e., the 
scores of the binge-eaters in the fluoxetine and placebo 
groups decreased equally. 


DISCUSSION 


This study suggests that fluoxetine plus behavior 
modification may have promise in the treatment of 
obesity. However, in contrast to our expectations, the 
drug did not appear to have a particular benefit for 
binge-eaters. 

In the current trial the weight loss effects of fluoxe- 
tine plus behavior modification occurred primarily 
during the first 20 weeks of treatment. During this 
time, the patients who took fluoxetine and completed 
the trial lost an average of 13.5 kg, or 0.68 kg/week, a 
rate of loss consistent with that observed during pre- 
vious short-term trials (4, 5). In contrast, these patients 
lost only 0.5 kg (0.03 kg/week) during the remaining 
32 weeks of the trial, a nonsignificant change. 

The current study was part of a 10-center trial. The 
results of the overall trial are not available, but one 
other group has presented their findings. At the second 
site (20) a significant difference between the fluoxetine 
and placebo groups was observed at week 28, the 
point of maximum weight loss for the group receiving 
active drug (mean=—11.0 kg versus —5.9 kg; p< 
0.03). There were no significant differences between 
groups at the end of the yearlong trial, as the patients 
in the fluoxetine group but not the placebo group re- 
gained a significant amount of weight (+6.65 versus 
+0.41 kg). Thus, the available data suggest that on 
average, fluoxetine-treated patients lose weight for 20— 
28 weeks but fail to lose additional weight thereafter. 

Further evaluation of the effectiveness of fluoxetine 
in the long-term treatment of obesity will require a 
comprehensive review of the data from the 10-center 
trial and additional study, as limitations of the design 
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of the current trial make interpretation of these find- 
ings difficult. Since the majority of clinic visits and 
behavioral training occurred during the first 20 weeks, 
it may be that patients require more intensive ongoing 
support and therapy to sustain the rate of weight loss. 
Alternatively, although the available data from our 
center suggest good drug compliance, there were long 
intervals between visits during the latter part of the 
trial, and the patients may have taken the drug spo- 
radically. Finally, the weight loss effect of fluoxetine 
may attenuate over time. 

There were no significant differences between binge- 
eaters and non-binge-eaters over time. However, an 
examination of the pattern of weight loss among pa- 
tients completing the trial (figure 1) suggests that the 
binge-eaters and non-binge-eaters exhibited compara- 
ble weight losses during the first 20 weeks but that the 
binge-eaters fared less well during the remainder of the 
year. In view of the small sample size in the present 
study and previous findings that strongly suggest 
binge-eaters and non-binge-eaters respond differently 
to treatment (14, 15), future research to compare the 
outcome of binge-eaters and non-binge-eaters on a flu- 
oxetine regimen appears warranted. 

Similarly, there is no evidence from this study that 
fluoxetine affected the mood or bulimic behavior of 
Obese binge-eaters. According to the scores on the bu- 
limia subscale of the Eating Disorders Inventory, the 
binge-eaters did experience improvements in bulimic 
behaviors. However, the improvements of the drug 
and placebo patients were comparable and thus 
seemed to be due to program participation rather than 
fluoxetine. Unfortunately, since half of the subjects 
were not binge-eaters, more detailed assessments of 
binge behavior were not included. Therefore, future 
research with larger samples and repeated interview 
assessments of binge behavior and mood are needed to 
assess the effects of fluoxetine on mood and eating 
behavior in obese binge-eaters. 

Finally, our follow-up data suggest that once the 
fluoxetine treatment was terminated the patients rap- 
idly regained weight. This finding is similar to those of 
other pharmacotherapy studies and investigations 
comparing drugs and behavior therapy (21, 22), in 
which weight was quickly regained when drug treat- 
ment was stopped. To develop an effective long-term 
regimen, it may be necessary to maintain patients with 
fluoxetine indefinitely. Alternatively, a longer period of 
behavior therapy after termination of drug treatment 
with specific relapse prevention strategies might en- 
hance longer-term maintenance of weight loss. 
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CSF Oxytocin in Anorexia Nervosa and Bulimia Nervosa: 
Clinical and Pathophysiologic Considerations 


Mark A. Demitrack, M.D., Michael D. Lesem, M.D., Sam J. Listwak, B.S., 
Harry A. Brandt, M.D., David C. Jimerson, M.D., and Philip W. Gold, M.D. 


Oxytocin is a hypothalamic neuropeptide with both 
centrally and peripherally directed pathways. Data 
from experimental animals indicate that oxytocin im- 
pairs consolidation of aversively conditioned bebav- 
iors and is released after feeding or experimental gas- 
tric distension. The authors report that the mean CSF 
axytocin level of five underweight women with re- 
stricting anorexia, but not 12 underweight bulimic an- 
orexic women or 35 normal-weight women with bu- 
limia nervosa, was significantly lower than the level of 
11 control subjects. Restricting anorexic patients’ low 
CSF oxytocin levels may reflect their persistently low 
food intake, and this behavior may exacerbate their 
tendency for perseverative preoccupation with adverse 
consequences of food intake. 

(Am J Psychiatry 1990; 147:882—886) 


xytocin is a hypothalamic neuropeptide contain- 

ing nine amino acids. It is structurally similar to 
the closely associated hypothalamic neuropeptide vaso- 
pressin, and like vasopressin, it is transported from the 
hypothalamus to the posterior pituitary for release into 
systemic circulation (1, 2). Additional centrally di- 
rected oxytocin and vasopressin pathways, which em- 
anate from neuronal groups distinct from those which 
secrete into plasma, convey these peptides to disparate 
sites in brain (3). Some of the principal neuronal pro- 
jections are directed to limbic structures, such as the 
hippocampus and amygdala, and many are in close 
contact with the CSF at such sites as the floor of the 
third and lateral ventricles (3—7). These latter path- 
ways may be routes by which oxytocin reaches the 
CSF, where it exhibits a pronounced circadian rhythm 
(8, 9). 
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While the principal role of peripherally secreted oxy- 
tocin is to promote uterine contraction during partu- 
rition and milk let-down during the postpartum period 
(2), oxytocin has also been shown to have the kind of 
long-lasting, integrative effects on the CNS classically 
attributed to neuropeptides. One of these attributes is 
consonant with its peripheral effects on parturition 
and lactation—namely, the initiation of a coordinated 
repertoire of complex maternal behaviors in the post- 
partum period that establishes a suitable environment 
for infant offspring (10). Notably, other prominent 
CNS effects of oxytocin are functionally unrelated to 
its role in reproduction and appear to be reciprocal to 
the effects of vasopressin. For example, studies in hu- 
mans show that oxytocin modulates activation of the 
hypothalamic-pituitary-adrenal (HPA) axis by antago- 
nizing vasopressin-induced ACTH release from the an- 
terior pituitary (11). In addition, oxytocin antagonizes 
vasopressin’s promotion of consolidation of learning 
acquired during aversive conditioning (12, 13). Specif- 
ically, oxytocin administered alone markedly antago- 
nizes the capacity to consolidate aversively condi- 
tioned learning (12). 

One of the principal theoretical stimuli for the 
present study was this capacity of oxytocin to influence 
aversively conditioned learning. A cardinal symptom 
of anorexia nervosa and bulimia nervosa is the exag- 
gerated, perseverative concern with the potential ad- 
verse effects of food intake and weight gain (14). We 
have previously shown that underweight patients with 
anorexia nervosa show abnormally high levels of cen- 
trally directed vasopressin in association with a pro- 
found ‘defect in the osmoregulation of plasma vaso- 
pressin (15). We therefore speculated that low levels of 
centrally directed oxytocin in patients with anorexia 
nervosa might be working in concert with high levels 
of vasopressin, further impairing the extinction of 
aversively conditioned learning. This hypothesis has 
potential implications for understanding the neurobi- 
ologic substrates for the disturbances in eating behav- 
ior seen in patients with eating disorders. Finally, re- 
ciprocal abnormalities in vasopressin and oxytocin 
may work together to amplify stress-induced activa- 
tion of the HPA axis. 
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METHOD 
Subjects 


The control subjects were 11 normal-weight women 
aged 21—35 years (mean+$D=25.5+4.3 years). Their 
mean+SD percentage of average body weight was 
98.5%+9.0%. They were studied during the early fol- 
licular phase of the menstrual cycle (days 1—7). Each 
was free of significant medical or psychiatric illness 
and had been drug-free for at least 4 weeks before the 
study. 

The anorexic patients were 20 women who met the 
DSM-III-R criteria for anorexia nervosa; their age 
range was 16—33 years, and the mean x SD was 24.3 
5.2 years. These patients were classified into those 
without histories of binge-eating and vomiting (re- 
stricting, N=7), those with histories of binge-eating 
and vomiting to enhance weight loss (bulimic, N=12), 
and one patient who reported a history of chronic 
vomiting without binge-eating to induce weight loss. 
Each patient had been drug-free for at least 6 weeks 
before the study. With the exception of their low 
weights, these patients were nutritionally stable and 
without evidence of neurologic, renal, cardiovascular, 
or hepatic disease. Eighteen patients (five restricting, 
12 bulimic, one with chronic vomiting) were studied 
while chronically underweight, i.e., weighing less than 
80% of average body weight (meantSD=61.9%+ 
6.4%) for 6 months or more. Eighteen patients (seven 
restricting, 10 bulimic, one with chronic vomiting) 
were again studied at the end of refeeding. After main- 
taining their goal weights for 3 weeks, 16 patients (five 
restricting, 10 bulimic, one with chronic vomiting) 
were again studied. The mean goal weight of these 16 
patients was 84.7%+2.0% of average body weight. 
Because there were logistical problems and some pa- 
tients left before completing the program, only 14 pa- 
tients were studied at all three phases of treatment. 

The patients with bulimia nervosa were 35 women 
who met the DSM-III-R criteria for bulimia nervosa 
and ranged in age from 17 to 34 years (mean+ 
SD=24.4+4.4 years). The average body weight for the 
group ranged from 85% to 110% of average body 
weight (mean=90.5%+7.7%i. Each was free of sig- 
nificant medical illness. These patients were studied 
within 72 hours of admission and after 3 weeks of 
voluntary abstinence from binge-eating and vomiting. 

All control subjects and patients were studied while 
hospitalized at the Unit on Eating Disorders at the 
Clinical Center of the National Institutes of Health 
and gave informed consent before participating in the 
studies. 


Procedure 
The lumbar puncture was performed while the sub- 
ject was lying on her left side, between 9:00 and 9:30 


a.m. after an overnight fast followed by bed rest. 
Thirty milliliters of CSF were withdrawn over 15—30 
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minutes, A 1-ml aliquot representing the 11th of 30 ml 
was used for measurement of oxytocin. Oxytocin lev- 
els in CSF were determined by means of a radioimmu- 
noassay procedure involving an antioxytocin anti- 
body, with modifications in both the extraction and 


. assay procedure for adaptation to this laboratory (16). 


Briefly, CSF samples (1 ml each) were applied to Cj, 
Sep-Paks that had been washed first with 10 ml of 
methanol, then with 10 ml of 0.1% trifluoroacetic 
acid. Unabsorbed material was then washed off the 
Sep-Pak with 10 ml of 0.1% trifluoroacetic acid. The 
oxytocin was then eluted from the Sep-Pak with 6 ml 
of a solution of 60% acetonitrile and 40% 0.1% tri- 
fluoroacetic acid (in water, volume for volume). This 
eluant was collected and the solvent removed by means 
of a Savant Vacuum Concentrator. The sample .was 
then reconstituted in 0.5 ml of assay buffer (0.063 M 
sodium phosphate and 0.013 M sodium EDTA, pH 
7.4, containing 0.02% sodium azide, 0.1% Triton X- 
100, 250 kIU/ml aprotinin, and 1% normal rabbit se- 
rum) and allowed to sit for 1 hour at 4 °C; 100 yliter 
of the sample was then pipetted in duplicate for the 
radioimmunoassay. To each sample tube and to an 
oxytocin standard curve was added 100 liter of an- 
tiserum R-421 (final dilution of 1:40,000). The sam- 
ples were then incubated for 48 hours at 4 ?C, after 
which 100 pliter of HPLC-purified iodine-125 oxyto- 
cin tracer (approximately 3,000 counts/min per tube) 
was added to each tube, and the incubation continued 
for another 24 hours at 4 °C. At this time, a. second 
antiserum (goat antirabbit gamma globulin) was 
added, and the incubation continued overnight (ap- 
proximately 15 hours) to precipitate the bound counts. 
The samples were centrifuged to separate bound from 
free oxytocin, and the pellets were counted to deter- 
mine bound counts/min. 

The recovery of oxytocin added to hormone-free 
CSF was greater than 95%. The detection limit of this 
assay was 1.0 pg/ml. The intra- and interassay coeffi- 
cients of variation at specific oxytocin levels were as fol- 
lows: 6.0995 and 10.4096 at 3.60 pg/ml, 4.8496 and 
4.38% at 6.94 pg/ml, 2.64% and 8.35% at 13.90 pg/ml, 
and 3.91% and 7.08% at 31.50 pg/ml, respectively. 

Because of the small sample sizes, nonparametric 
statistical measures were used for comparison of the 
data. Pairwise comparisons were made with the Mann- 
Whitney U test, and comparison of group means was 
performed by means of Friedman's test for multiple 
comparisons with modifications as described by 
Conover (17). 


RESULTS 


The overall group of underweight anorexic patients 
and normal control subjects had similar CSF oxytocin 
levels (21.60, p«0.12). When the underweight pa- 
tients were divided according to method of weight loss 
into restricting and bulimic subgroups, the mean CSF 


level of oxytocin was significantly lower in the restrict- 
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ing anorexic patients (mean+$D=4.90+1.18 pg/ml) 
than in either the bulimic anorexic patients (6.67+ 
1.70 pg/ml; z=2.11, p«0.04) or control subjects 
(8.01+3.43 pg/ml; z=2.21, p«0.03). On the other 
hand, the mean CSF oxytocin level of the underweight 
bulimic anorexic patients was not significantly differ- 
ent from that of the control subjects. 

CSF measures were obtained for 14 anorexic pa- 
tients (three restricting, 10 bulimic, and one with 
chronic vomiting) studied longitudinally during the un- 
derweight, refeeding, and short-term recovery phases. 
The mean level during the underweight phase (6.06+ 
1.71 pg/ml) was significantly lower than at the end of 
refeeding (7.27+2.03 pg/ml) or after short-term recovery 
(6.89+1.61 pg/ml) (Friedman's F=5.67, df=2, 26, p< 
0.01). When the restricting anorexic patients were con- 
sidered separately, these longitudinal relationships were 
still maintained (underweight: 4,701.42 pg/ml; refeed- 
ing: 5.60+0.72 pg/ml; short-term recovery: 6.43:€ 1.25 

pg/ml; Friedman’s F=31.33, df=2, 4, p<0.01). The bu- 
limic anorexic patients also manifested a lower level dur- 
ing the underweight phase (6.48€ 1.72 pg/ml) than at the 
end of refeeding (7.72+2.16 pg/ml) or after short-term 
recovery (7.04+1.82 pg/ml), but the levels of CSF oxy- 
tocin were not significantly different from each other 
over the course of recovery. 

The mean CSF oxytocin levels of the normal-weight 
patients with bulimia nervosa at admission (6.23+ 
1.56 pg/ml) and after 3—4 weeks of abstinence from 
binge-eating and vomiting (6.32+1.69 pg/ml) were 
similar to the level of the control subjects (admission: 
z=1.64, p=0.10; abstinence: z=1.59, p=0.11). Inter- 
estingly, the CSF oxytocin levels were almost identical 
in the normal-weight patients with bulimia nervosa 
and the underweight bulimic anorexic patients. 


DISCUSSION 


During the underweight phase, the restricting ano- 
rexic patients we studied showed a markedly lower 
mean level of CSF oxytocin than underweight bulimic 
anorexic patients and normal control subjects. When 
these patients were studied after refeeding and short- 
term recovery, their CSF oxytocin level had returned to 
normal. Although the CSF oxytocin level of the bulim- 
ic anorexic patients was not significantly different from 
that of the normal control subjects at any phase of 
treatment, they demonstrated an increase of CSF oxy- 
tocin during the course of recovery, similar to that seen 
in the restricting anorexic patients. 

Since the mean CSF oxytocin level of the under- 
weight bulimic anorexic patients was similar to the 
levels of the normal-weight bulimic patients and the 
normal-weight control subjects, we speculate that the 
significantly lower CSF oxytocin level of the restricting 
anorexic patients is not entirely related to weight loss 
per se. Indeed, the persistent markedly lower overall 
food intake of the restricting anorexic patients, com- 
pared to the alternating periods of food restriction and 
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binge-eating and purging seen in the bulimic anorexic 
patients, may be a significant factor in this result. In 
this regard, data on experimental animals (18) has sug- 
gested a neurohormonally mediated relationship be- 
tween gastric activity and neurohypophyseal function. 
In the rat, feeding, gastric distention, and peripheral 
infusion of cholecystokinin cause selective activation 
of oxytocin-containing neurosecretory neurons and re- 
lease of peripherally secreted oxytocin (19). This is 
thought to be due to cholecystokinin stimulation of 
vagal afferents that relay signals in the nucleus tractus 
solitarius to the oxytocin-containing neurons of the 
hypothalamus (18, 19). 

This factor may account not only for the lower CSF 
oxytocin level in the restricting anorexic patients, but 
also for the rise in CSF oxytocin levels in both the 
restricting and bulimic anorexic subjects during refeed- 
ing, when the daily volume of food intake was consid- 
erable. Therefore, the lower CSF oxytocin levels of 
restricting anorexic patients may not be an intrinsic 
defect in patients with anorexia nervosa but, rather, 
may develop as a consequence of the profound and 
unremitting restriction of food intake. In addition, we 
speculate that a reduction in secretion of oxytocin into 
the CSF may nevertheless have behavioral conse- 
quences and subsequently influence the natural history 
of the illness. 

Although the functional consequences of abnormal- 
ities in centrally directed oxytocin secretion are un- 
clear, studies with experimental animals suggest a 
number of intriguing possibilities that may be relevant 
to the low CSF oxytocin levels reported here. Oxytocin 
may play a role in modulating cognitive function. For 
example, administration of oxytocin to rats has been 
shown to disrupt memory consolidation and retrieval, 
as determined according to rates of extinction of con- 
ditioned avoidance responses (12). These findings are 
in sharp contrast to reports that vasopressin enhances 
memory function (13). Oxytocin has also been shown 
to exert effects opposite to those of vasopressin on 
hippocampal theta rhythms (20), time to reaction to 
avoidance stimuli (21), and spontaneous nerve activity 
(22). As mentioned previously, we have shown that in 
anorexia nervosa levels of CSF vasopressin either are 
frankly high or show a reversal of the normal ratio of 
CSF to plasma vasopressin, which is almost always less 
than one (15). Theoretically, in patients with anorexia 
nervosa a low level of centrally directed oxytocin could 
act in concert with a high level of CSF vasopressin to 
enhance the retention of cognitive distortions of the 
aversive consequences of eating. 

The data reported here are compatible with clinical 
observations (23) that restricting anorexic patients 
represent a phenomenologically distinct subgroup of 
patients with eating disorders and, conversely, that un- 
derweight bulimic anorexic patients and normal- 
weight patients with bulimia nervosa more closely re- 
semble one another. For example, it has been 
suggested (24) that bulimic anorexic patients demon- 
strate more impulsive behaviors and irritability than 
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restricting anorexic patients. Possible biological dis- 
tinctions between these groups are suggested by the 
findings of Kaye et al. (25), who reported that restrict- 
ing anorexic patients who have gained weight, but not 
bulimic anorexic patients, demonstrate increased CSF 
levels-of the major serotonin metabolite, 5-hydroxy- 
indoleacetic acid, after probenicid pretreatment. 
Whether the low levels of CSF oxytocin secretion in 
restricting anorexic patients that we report here are 
actually related to their unique clinical presentation is 
unclear. However, if a low CSF oxytocin level is indeed 
associated with a poor ability to extinguish aversively 
conditioned learned responses in restricting anorexic 
patients, then the fact that they abstain from food in- 
take more successfully than do bulimic anorexic indi- 
viduals could represent the clinical manifestation of 
their enhanced sense of the adverse consequences of 
eating and weight gain. 

The neuroanatomic sources of centrally directed oxy- 
tocin are largely unknown. It is thought that oxytocin 
secreted into the CSF is derived primarily from neu- 
rons that are anatomically distinct from those which 
secrete oxytocin into the blood (1). Simultaneous sam- 
pling of CSF and blood has shown a circadian rhythm 
for oxytocin in CSF but not in blood in both primates 
and humans (8, 9). This rhythm is greatest at mid- 
morning and lowest at night. Therefore, it is possible 
that the results of the present study merely reflect a 
difference in the phases of this circadian pattern rather 


than a difference in the actual amount of oxytocin se- — 


cretion. There have been few studies to assess the neu- 
romodulation or biochemical control of CSF oxytocin. 
However, estrogen, which influences plasma oxytocin 
levels, has been reported to have no effect on CSF oxy- 
tocin concentrations (26). In this study, although 
plasma estrogen was not measured, no correlation was 
noted between the menstrual status of the patients and 
the level of CSF oxytocin. 

In summary, we have demonstrated that under- 
weight restricting anorexic patients, but not other an- 
orexic patients or normal-weight bulimic patients, 
show low CSF oxytocin levels. These data are compat- 
ible with clinical observations that restricting anorexic 
patients represent a specific subgroup substantively 
different from the more clinically homogenous bulimic 
anorexic patients and normal-weight patients with bu- 
limia nervosa. We speculate that the persistently low 
food intake of restricting anorexic patients may con- 
tribute to their low CSF oxytocin levels. Further, we 
have suggested that this abnormality, although not 
necessarily intrinsic to the illness, nevertheless influ- 
ences its clinical presentation by impinging on a car- 
dinal symptom, the perseverative focus on the adverse 
consequences of eating and weight gain. The data pre- 
sented here are also compatible with the premises that 
neuropeptides exert integrative functions on the CNS 
and that perturbations in neuropeptide systems may 
have significant influences on the clinical presentation 
and natural history of major psychiatric disorders. 
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Dissociative Symptoms in Relation to Childhood 
Physical and Sexual Abuse 


James A. Chu, M.D., and Diana L. Dill, Ed.D. 


Studies have reported high rates of childhood abuse 
in people with psychiatric illness. This study examined 
whether dissoctative symptoms are specific to patients 
with histories of abuse. Ninety-eight female psychiatric 
inpatients completed self-report instruments that fo- 
cused on childhood history of trauma, dissoctative 
symptoms, and psychiatric symptoms in general. Sixty- 
three percent of the subjects reported physical and/or 
sexual abuse. Eighty-three percent had dissociative 
symptom scores above the median score of normal 
adults, and 24% had scores at or above the median 
score of patients with posttraumatic stress disorder. 
Subjects with a history of childhood abuse reported 
higher levels of dissociative symptoms than those who 
did not. 

(Am J Psychiatry 1990; 147:887—892) 


esearch statistics have revealed an astonishing in- 
cidence of trauma, including childhood physical 
and sexual abuse, in the histories of both psychiatric 
patients (1-9) and the general population (10—12). 
The deleterious effects of childhood abusive experi- 
ences on growth and development have been well doc- 
umented and are associated with a variety of later psy- 
chiatric difficulties, including depression, anxiety, 
affect dysregulation, identity disturbance, social isola- 
tion, self-destructive behavior, alcohol and drug abuse, 
eating disorders, and various physiological changes (9— 
20). 
Although many different psychiatric symptoms have 
been associated with childhood abuse, several authors 
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have linked abuse experiences specifically with the de- 
velopment of dissociative disorders (19, 21—23). For 
example, Putnam et al. (23) found that 9796 of 100 
patients with multiple personality disorder had histo- 
ries of childhood abuse. Dissociative defenses in gen- 
eral seem to be used in the presence of a psychological 
need to escape overwhelming experiences such as 
trauma and abuse. Painful events can be made less 
intense through dissociative alterations in perceptions 
(depersonalization and derealization), can be “forgot- 
ten" (psychogenic amnesia), or can even be completely 
disowned as “someone else's" experience (multiple 
personalities). 

As Freud (24) noted in his discussions of the repeti- 
tion compulsion, repressed and dissociated experiences 
do not remain dormant; instead, they are reexperi- 
enced in the form of dreams and nightmares, flash- 
backs, and the flooding of feelings and sensations re- 
lated to the original experiences. Thus, many patients 
who have used dissociation to. cope with traumatic 
experiences have a constellation of symptoms that in- 
clude reexperiencing phenomena as well as dissociative 
defenses. In this study, both are defined as dissociative 
symptoms. 

We tested the hypothesis that dissociative symptoms 
are markedly more prevalent in adult female inpatients 
who were abused as children than in patients who 
were not abused. We studied 98 female inpatients to 1) 
replicate previous reports on the high prevalence of 
abuse histories in inpatients (5—7, 9), 2) estimate the 
prevalence of dissociative symptoms, and 3) examine 
whether dissociative symptoms occur more often in 
patients with histories of abuse than in patients with- 
out histories of abuse. 


METHOD 


The target study group for this survey included fe- 
male inpatients 18—60 years old who were consecu- 
tively admitted to all units of a psychiatric teaching 
hospital, excluding admissions to the chemical depen- 
dency unit. Of 188 patients admitted, 32 were dis- 
charged before they could be asked to participate. The 
remaining 156 were asked to participate in a survey of 
"current symptoms and past life experiences, including 
possible experiences of abuse." One hundred three 
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(66%) agreed to participate, 18 (12%) were judged 
not competent to participate, and 35 (22%) refused to 
participate. When reasons were offered for refusing, 
several patients indicated that they would find review- 
ing their pasts uncomfortable, which is suggestive of 
abuse. Of the 103 participants, data for five were in- 
complete and were therefore dropped from the analy- 
sis, leaving 98 subjects. 

The subjects’ meantSD age was 3410.5 years. 
Nearly all (N=93) were white. Fifty-one had never 
married, 25 were married, and 22 were separated, di- 
vorced, or widowed. They had a mean of 14.7+42.1 
years of education. Forty-four were employed. Sub- 
jects who agreed to participate did not differ signifi- 
cantly from those who refused in age (t=0.76, df= 
136, n.s.) or number of previous hospitalizations (t= 
0.30, df=108, n.s.). Also, subjects who participated 
did not differ diagnostically from those who refused, 
except that a greater proportion of those who refused 
had schizophrenia or schizoaffective disorder (continu- 
ity-corrected y*=21.25, df=1, p«0.001), and a 
smaller proportion had eating disorders (continuity- 
corrected x^—4.20, df=1, p«0.05). 

Subjects completed three self-report instruments: the 
Dissociative Experiences Scale (25—27), the SCL-90-R 
(28), and the Life Experiences Questionnaire, de- 
scribed in detail by Bryer et al. (9), which asks about 
childhood trauma. In addition, diagnoses, presenting 
symptoms, and treatment history data were taken 
from medical records of a subgroup of the subjects by 
a nurse research assistant who was blind to the pur- 
poses of the study. 

Estimates of the prevalence of abuse were based on 
affirmative responses to Life Experiences Question- 
naire items about having been “‘hit really hard, kicked, 
punched, stabbed, or thrown down," or “pressured 
against your will into forced contact with the sexual 
parts of your body or his/her body" (including only 
genital contact) before age 16. 

Estimates of the prevalence of dissociative symp- 
toms were based on comparisons of the subjects' 
symptom levels with previously established levels (25). 
To further define correlates of dissociation, the 24 sub- 
jects with Dissociative Experiences Scale scores at or 
above the median reported by Bernstein and Putnam 
(25) for patients with posttraumatic stress disorder 
(PTSD) were compared with a randomly selected 
group of 24 subjects with scores below that median in 
terms of clinical presentation, diagnosis, and treatment 
history. 

Finally, to test whether histories of abuse predicted 
adult symptoms, Dissociative Experiences Scale scores, 
SCL-90-R global severity index scores, and SCL-90-R 
subscale scores were submitted to individual two-by- 
two analyses of variance (ANOVAs), crossing occur- 
rence of physical abuse with occurrence of sexual 
abuse in the method used by Bryer et al. (9). Dissocia- 
tive Experiences Scale scores were not normally dis- 
tributed (25) and required transformation to meet 
ANOVA distribution assumptions. 
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TABLE 1. Median Dissociative Experlences Scale Scores of 98 
Women With and Without Histories of Physical or Sexual Abuse 


Abuse History Score 
Physical abuse 
Yes (N50) 
Perpetrators were family members (N=46) 19.20* 
Perpetrators were not family members (N=4) 17.05 
No (N=48) 10.27 
Sexual abuse 
Yes (N35) 
Perpetrators were family members (N=27) 23.04° 
Perpetrators were not family members (N=8) 11.52 
No (N=63) 11.61 


Significantly higher than the median score of the women without 


histories of. physical abuse (Kruskal-Wallis H=9.48, df=1, 
p«0.01). 

PSignificantly higher than the median score of the women without 
histories of sexual abuse (Kruskal-Wallis H=11.22, df=1, 
p<0.001). 


RESULTS 
Prevalence of Childhood Abuse 


The majority of the subjects had been victims of 
childhood abuse. Twenty-seven subjects reported 
physical abuse only, 12 reported sexual abuse only, 23 
reported both physical and sexual abuse, and 36 re- 
ported no abuse. These represent prevalence rates of 
51% for physical abuse (physical abuse only plus phys- 
ical and sexual abuse) and of 36% for sexual abuse 
(sexual abuse only plus physical and sexual abuse). 

Physical abuse. Of the 50 subjects reporting child- 
hood physical abuse, the great majority (46 subjects) 
named family members as perpetrators (see table 1). 
Six were physically abused by both family and non- 
family perpetrators, and four were abused by nonfam- 
ily perpetrators only. Childhood physical abuse was 
thought to be related to current psychiatric problems 
by approximately half of these patients (N=28). When 
childhood physical abuse was present, the odds (odds 
ratio method [29]) were higher for both concurrent 
sexual abuse (2.56:1) and subsequent adult physical 
abuse (17.33:1). 

Sexual abuse. Of the 35 subjects who reported child- 
hood sexual abuse, 27 were abused by family members 
(see table 1). Eleven were abused by family and non- 
family perpetrators, and eight were abused by nonfam- 
ily perpetrators only. Only three told someone about 
the sexual abuse around the time of occurrence. The 
majority reported multiple incidents: 15 reported more 
than 10 incidents, and eight reported four to 10. 
Twenty-eight also reported that the earliest incident 
occurred before puberty. The traumatic nature of these 
incidents is underlined by the fact that 29 of those 
reporting childhood sexual abuse thought these expe- 
riences were related to their current psychiatric prob- 
lems. In addition, childhood sexual abuse doubled the 
woman’s risk of both concurrent physical abuse (2.36: 
1) and sexual abuse in adulthood (2.20:1). 
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Dissociative Symptoms 


The subjects in the sample reported a high rate of 
dissociative symptoms on the Dissociative Experiences 
Scale: 81 reported a symptom level in excess of 4.4, the 
median score of normal adults established by Bernstein 
and Putnam (25). The subjects’ Dissociative Experi- 
ences Scale scores ranged from 0 to 83.6, with a me- 
dian of 14.2. Nearly one-quarter of the sample 
(N=24) had symptom scores at or above 31.3, the 
established median score of patients diagnosed with 
PTSD (25), and six had scores higher than 57.1, the 
established median score of patients diagnosed with 
multiple personality disorder (25). 

Few differences were found in the clinical presenta- 
tions of subjects with high (at or above 31.3, the me- 
dian score of patients with PTSD) and a comparison 
group of 24 patients with low (lower than 31.3) Dis- 
sociative Experiences Scale scores. The subjects with 
high scores did not differ significantly from those with 
low scores in established diagnoses, including dissocia- 
tive disorder and PTSD diagnoses. (Two of the subjects 
with high scores had dissociative disorder, and five had 
PTSD.) A higher proportion of subjects with high 
scores (N=18) than of subjects with low scores (N=9) 
had impulsive behavior (continuity-corrected y^— 
6.86, df=1, p<0.01), and a higher proportion of sub- 
jects with high scores (N=11) than of subjects with 
low scores (N=2) had auditory hallucinations (conti- 
nuity-corrected y*=6.75, df=1, p«0.01). However, 
subjects with high scores did not differ from those with 
low scores in observed incidence of dissociative symp- 
toms or other usually noted symptoms (e.g., depressed 
mood, self-destructive ideation, and poor concentra- 
tion). Subjects with high Dissociative Experiences 
Scale scores had significantly more diagnoses than 
those with low scores (mean=2.6 versus 2.1; t=2.14, 
df=38.4, p<0.05 [two-tailed]). In addition, subjects 
with high scores had had more previous hospitaliza- 
tions (mean=6.3 versus 3.5; t=2.48, df=34.5, p<0.05 
[two-tailed]} and more trials of somatic treatments 
(medications and ECT) (mean=10.2 versus 6.5; t= 
2.41, df=32.7, p<0.05 [two-tailed]). 


Dissociative Symptoms and Childhood Abuse 


Childhood abuse was clearly related to a higher level 
of adult dissociative symptoms. Table 2 shows the sub- 
jects’ Dissociative Experiences Scale scores by abuse 
history, crossing the occurrence of childhood physical 
abuse with the occurrence of childhood sexual abuse. 
To test the impact of abuse, Dissociative Experiences 
Scale scores were submitted to ANOVA after square- 
root transformation to correct for heterogeneity of 
variance (30, 31). Results showed a main effect for 
Physical Abuse (F=13.31, df=1, 94, p<0.001), a main 
effect for Sexual Abuse (F=6.75, df=1, 94, p<0.01), 
and a significant interaction effect (F=7.80, df=1, 94, 
p<0.01). As shown in table 2, Dissociative Experi- 
ences Scale scores were highest in patients who re- 
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TABLE 2. Median Dissociative Experiences Scale Scores of 98 
Women With and Without Histories of Physical and Sexual Abuse 


History of Sexual Abuse 
History of Physical INO M Ne 63] m aM 29] 
Abuse N Score Score 
No (N=48) 36 11.04 12 9.73 
Yes (N=50) 27 12.32 23 34.11 


ported experiences of both physical and sexual abuse 
in childhood. 

Childhood abuse by family members was clearly re- 
lated to a higher level of dissociative symptoms in 
adulthood, but abuse solely by individuals who were 
not family members was relatively infrequent and, fur- 
ther, was not clearly related to adult dissociative symp- 
toms. Dissociative Experiences Scale scores were sig- 
nificantly higher when physical abuse was perpetrated 
by family members (see table 1) but not when the phys- 
ical abuse was perpetrated only by individuals who 
were not family members. Similarly, Dissociative Ex- 
periences Scale scores were significantly higher when 
sexual abuse was perpetrated by a family member (see 


table 1) but not when sexual abusers were only non- 
family-members. 


General Symptoms and Childhood Abuse 


Childhood physical abuse but not childhood sexual 
abuse was related to general psychiatric symptoms in 
adulthood. Table 3 shows the standardized SCL-90-R 
global severity index and subscale scores by abuse his- - 
tory (scores of 70 and above are two standard devia- 
tions higher than the mean for nonpatients [28]). To 
test the impact of abuse, scores were submitted to in- 
dividual two-by-two ANOVAs, with acceptable signif- 
icance levels corrected by using the Bonferroni formula 
(32) to adjust for multiple tests. Results showed sig- 
nificant main effects for Physical Abuse on global 
severity index scores as well as on the subscales of 
interpersonal sensitivity, anxiety, hostility, paranoid 
ideation, and psychoticism. 


DISCUSSION 


The prevalence of reported abusive experiences was 
strikingly high among the female psychiatric inpatients 
in this study, who were predominantly white and mid- 
dle-class. Our data may be somewhat skewed in that 
clearlv psychotic or highly agitated patients were ex- 
cluded through the issue of informed consent. How- 
ever, even if one takes the extreme position that none 
of those .patients who were unable to give informed 
consent were abused, the data remain clear in suggest- 
ing a very high prevalence of abuse experiences in hos- 
pitalized women. The data may also be skewed in that 
patients with histories of abuse may have been more 
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DISSOCIATIVE SYMPTOMS AND CHILDHOOD ABUSE 


TABLE 3. Standardized SCL-90-R Scores" of 98 Women With and Without Histories of Physical or Sexual Abuse 


Women With Women With Women With 
Women Without Histories of Physical Histories of Sexual Histories of Physical 
Histories of Abuse Abuse Only Abuse Only and Sexual Abuse 
SCL-90-R Scale (N=36) (N=27) (N=12) (N=23) 
Somatization 62 63 67 
Obsessive-compulsive 68 66 73 
Interpersonal sensitivity 70 212" 67 75 
Depression 70 69 75 
Anxiety , 68 rE 71 76 
Hostility 63 71d 64 72 
Phobic anxiety 67 63 70 
Paranoid ideation 63 70* 64 71 
Psychoticism 72 79f 68 81 
Global severity index 69 735 69 79 


at scores; SD=10 for every score. Scores of 70 or higher are two standard deviations higher than the mean for nonpatients (28). 
Psignificantly higher than the mean score of subjects who were not physically abused (F=18.50, df=1, 94, p<0.005). 
“Significantly higher than the mean score of subjects who were not physically abused (F=9.23, df=1, 94, p<0.005). 

ignificantly higher than the mean score of subjects who were not physically abused (F=19.47, df=1, 94, p<0.005). 
“Significantly higher than the mean score of subjects who were not physically abused (F=9.03, df=1, 94, p<0.005). 
‘Significantly higher than the mean score of subjects who were not physically abused (F=10.36, df=1, 94, p<0.005). 
®Significantly higher than the mean score of subjects who were not physically abused (F=15.00, df=1, 94, p<0.005). 


unwilling to participate, in which case the prevalence 
of abuse would be underestimated. 

The high prevalence rates in this study are consistent 
with prevalences found in previous studies that have 
used the direct questioning method regarding physical 
abuse (9, 33), sexual abuse (9, 33, 34), incest (5), and 
incestuous intercourse (6). In fact, because patients 
who dissociate abuse experiences might not recall 
them while completing a questionnaire, the approxi- 
mately two-thirds prevalence of childhood abuse re- 
ported in both this study and the Bryer et al. study (9) 
might underestimate the true prevalence of abuse. An 
interview study, in which the interviewer is able to 
pursue clues concerning abuse, might yield a higher 
prevalence of abuse. 

The results for the Dissociative Experiences Scale are 
also striking: nearly one-quarter of the subjects scored 
higher than the established median score of patients 
with PTSD (25). Although the Dissociative Experi- 
ences Scale is not a diagnostic measure, high scores 
suggest substantial rates of multiple personality disor- 
der, severe dissociative disorders, and/or PTSD. This is 
in marked contrast to our finding that subjects with 
high scores on the Dissociative Experiences Scale were 
seldom diagnosed with these disorders and suggests 
that these disorders are being underdiagnosed. 

Our comparison of subjects with self-reported high 
- and low scores on the Dissociative Experiences Scale 
underscores the difficulties clinicians experience in ob- 
serving and interpreting dissociative symptoms. The 
finding of no significant differences in clinically ob- 
served dissociative symptoms among our subjects was 
striking. Since by definition the subjects with high 
scores on the Dissociative Experiences Scale should 
have shown nearly a 100% incidence of dissociative 
symptoms, there is a clear implication that dissociative 
symptoms are being overlooked. Simple questions 
about depersonalization, derealization, psychogenic 
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amnesia (“lost time"), flashbacks, and switches in ego 
states would very likely have substantially increased 
the diagnoses of dissociative disorders in the subjects 
with high scores on the Dissociative Experiences Scale. 
These findings strongly suggest that these clinical tools 
are being underused and help explain why dissociative 
disorders are being underdiagnosed. 

Although the subjects with high and low scores on 
the Dissociative Experiences Scale did not differ sig- 
nificantly in most of the usually noted psychiatric 
symptoms, the finding that significantly more subjects 
with high scores had auditory hallucinations and im- 
pulsive behavior is interesting. This is consistent with 
the clinical observation that certain dissociative symp- 
toms may appear to be psychotic in nature in patients 
who are not truly psychotic, such as the auditory hal- 
lucinations of patients with multiple personality disor- 
der that are split-off personalities attempting to 
"speak" to the other personalities (23). Kluft (35) not- 
ed that Schneiderian first-rank psychotic symptoms are 
often found in patients with multiple personality dis- 
order. Given the low rate of psychotic diagnoses in our 
subjects with high scores on the Dissociative Experi- 
ences Scale, many of the seemingly psychotic symp- 
toms of these subjects were probably dissociative in 
nature. 

The finding that subjects with high scores on the 
Dissociative Experiences Scale had significantly more 
diagnoses, had more previous hospitalizations, and re- 
ceived more somatic treatments (medications and 
ECT) than subjects with low scores is consistent with 
our clinical experience that patients with trauma his- 
tories and dissociative symptoms are difficult to treat 
(36, 37). It is also consistent with research that shows 
a long latency for dissociative patients from the time of 
entering the mental health system to appropriate diag- 
nosis and treatment (23). The finding that patients 
with high scores on the Dissociative Experiences Scale 
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had more somatic treatments is ironic because the role 
of these modalities remains somewhat controversial 
and they are not considered the primary treatment mo- 
dalities in posttraumatic and dissociative disorders 
(38, 39). 

The correlation between some kinds of childhood 
abuse experiences and elevated Dissociative Experi- 
ences Scale scores strongly suggests that dissociative 
experiences are linked to childhood trauma. Our data 
are also striking in indicating that the severity of abuse 
experiences is related to the level of dissociative symp- 
toms. Subjects who had experienced both physical and 
sexual abuse had high Dissociative Experiences Scale 
scores, but those who had experienced only a single 


kind of abuse did not have high scores. The scores of : 


subjects who were abused by family members were 
also very high. Our data show that, unfortunately, 
both of these severity factors were common in abuse 
situations. Abuse by a family member in most cases 
would represent a greater level of betrayal of trust and 
violation of boundaries than abuse by someone outside 
the family. When abuse occurs within the family, this 
compromise of the child’s most intimate social envi- 
ronment helps explain why only three of the subjects in 
our sample who reported childhood sexual abuse elic- 
ited support by revealing the abuse at the time it oc- 
curred. Overall, our data correlating high Dissociative 
Experiences Scale scores with childhood histories of 
abuse indicate that the presence of substantial disso- 
ciative symptoms in patients should lead clinicians to 
include PTSD and/or dissociative disorders in the dif- 
ferential diagnosis and to consider their possible trau- 
matic etiologies. 

The SCL-90-R results in this study show an effect for 
childhood physical abuse but not for childhood sexual 
abuse. Both our study and the Bryer et al. study (9) 
found elevated scores for histories of abuse on the ma- 
jority of subscales but did not find that any specific 
score profile was indicative of a history of abuse. This 
is consistent with our other findings that common 
symptoms such as depression, anxiety, and paranoia 
were not specific to patients with histories of abuse and 
underscores the importance of dissociative symptoms 
in detecting patients who have histories of abuse. 


CONCLUSIONS 


The results of this study of predominantly white, 
middle-class, female inpatients add further weight to 
the contention that the deleterious effects of childhood 
physical and sexual abuse constitute a major public 
health problem. Many investigators have cited the dif- 
ficulties in case finding, given the secrecy and denial of 
such abuse on the part of the victim and family, treat- 
ing professionals, and our society in general (9—12, 
40). The findings from this study add a useful tool to 
identify symptoms and clinical presentations that raise 
the possibility of a history of abuse. Particularly be- 
cause the prevalence of dissociative symptoms is so 
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underestimated, screening for these symptoms may be 
worthwhile in many types of psychiatric patients. Cer- 
tainly, childhood abuse and the presence of a posttrau- 
matic or dissociative disorder should be suspected in 
patients who have substantial levels of dissociation. 
Obviously, not all patients with such symptoms have 
such histories, and clinicians need to exercise caution 
and judgment to avoid encouraging patients con- 
sciously or unconsciously to elaborate fantasized events. 
On balance, however, given the magnitude of the 
problem, a high level of clinical suspicion for histories 
of abuse seems to be an appropriate clinical attitude. 

If the difficulties experienced by patients with histo- 
ries of abuse are directly related to the abuse experi- 
ences, it seems clear that definitive treatment cannot 
occur without acknowledgment of these experiences. It 
remains a matter of debate as to the extent to which 
the abuse experiences must be reexperienced and abre- 
acted, but even the acknowledgment of the reality of 
the abuse can profoundly shift the attitudes of both 
patient and professional. In almost all instances, the 
victims of abuse continue to feel guilty, damaged, and 
defective (10, 18, 40). Clinicians treating such patients, 
if unaware of the existence of the traumatic etiologies 
of the current disturbance, may collude with the pa- 
tient in these beliefs about themselves. Treating pro- 
fessionals frustrated by their inability to understand 
the patient’s complex clinical presentation and failure 
to respond to standard treatment modalities may come 
to view such patients as difficult and untreatable. Ac- 
knowledging the reality of the abuse casts a new light 
on such situations: the clinician is then able to sympa- 
thize with the patient’s effort to cope with overwhelm- 
ing circumstances and to help the patient understand 
their impact. This shift in attitude is essential for the 
treatment of such patients and makes the often difficult 
task not only more tolerable but much more productive. 
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Ventricular Abnormalities in Affective Disorder: 
Clinical and Demographic Correlates 


Nancy C. Andreasen, M.D., Ph.D., Victor Swayze II, M.D., Michael Flaum, M.D., 
Randall Alliger, Ph.D., and Gregg Cohen, M.S. 


Ventricle-brain ratio was measured by CT scan in 24 
bipolar patients, 27 unipolar patients with major de- 
pression, 108 schizophrenic patients, and 75 normal 
control subjects. Tbe male bipolar patients bad signifi- 
cantly larger ventricles, but the depressive patients did 
not. The findings suggest tbe possibility tbat ventricu- 
lar enlargement in bipolar patients is independent of 
age, as it appears to be in schizophrenia, whereas in 
depressed patients it may be related to the aging pro- 
cess. Ventricular enlargement in bipolar patients was 
not related to relevant clinical correlates, such as re- 
sponse to treatment, history of substance abuse, his- 
tory of ECT, or cognitive impairment. 

(Am J Psychiatry 1990; 147:893—900) 


ince the development of computerized tomography 

in the 1970s, this technique has been widely ap- 
plied to psychiatric populations. Studies of schizophre- 
nia, in particular, have yielded surprisingly consistent 
results. Approximately 50 controlled studies have been 
completed, and the majority of these have confirmed 
that a subset of schizophrenic patients suffer from 
structural brain abnormalities, particularly ventricular 
enlargement (1—50). 

While the data concerning structural brain abnor- 
malities in schizophrenia are extensive, the investi- 
gation of brain structure in affective illness has been 
relatively more limited. Nevertheless, the bulk of the 
existing literature suggests the importance of examin- 
ing this issue in affective illness as well. Beginning with 
the work of Jacoby and Levy (51), it was noted that 
elderly patients suffering from affective illness showed 
increased ventricular size, and a follow-up (52) also 
indicated that increased ventricular size was associated 
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with an increased mortality rate in this sample. No 
significant differences in mean ventricular size were not- 
ed between patients and control subjects, however. 
Subsequently, a number of other investigators also ex- 
amined ventricular size in affective illness (5, 16, 25, 
33, 44, 53—61). In comparison with the schizophrenia 
literature, however, sample sizes have usually been rel- 
atively small, and sometimes bipolar and unipolar sub- 
jects have been pooled, making it difficult to determine 
whether or not abnormalities are specific to one type of 
affective illness. Figure 1 provides a summary of the 
controlled studies of ventricle-brain ratio (VBR) in de- 
pression and bipolar illness that have been completed 
to date. As figure 1 indicates, the results are somewhat 
inconsistent in both subtypes of affective illness. The 
only study with a relatively large sample (54) included 
a preponderance of patients (83 of 110) over the age 
of 40; this study reported significantly larger ventricu- 
lar size in affective illness generally, with significant in- 
teractions with sex and age; that is, greater ventricular 
size was more common in the older patients and 
among the male patients. Larger ventricular size ap- 
peared to characterize both the bipolar patients (2596 
of the sample) and the depressed patients (7596 of the 
sample). Other studies have not, however, found a re- 
lationship between age and sex and greater ventricular 
size, although sample sizes have typically been too 
small to address this issue adequately. Some have re- 
ported an association with greater severity of illness, 
while others have not. 

The present investigation was undertaken to exam- 
ine ventricular size in affective illness, using both 
healthy normal volunteers and schizophrenic patients 
as comparison groups. This study was designed to as- 
sist in determining whether ventricular enlargement is 
specific to schizophrenia or whether it is characteris- 
tic of affective illness as well. We also attempted to ob- 
tain relatively large samples of both manic (bipolar) 
patients and depressive patients. Further, we designed 
the scudy so as to be able to examine the relationship 
between ventricular size and a variety of sociodemo- 
graphic correlates, such as age and sex, as well as a 
range of clinical correlates, such as severity of illness, 
presence of psychotic symptoms, presence of cognitive 
impairment, and response to treatment. 
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VENTRICULAR SIZE AND AFFECTIVE DISORDER 


FIGURE 1. Sample Sizes in Studies of VBR in Affective Disorder 
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METHOD 


The subjects were 161 patients admitted to a uni- 
versity psychiatric hospital. We were seeking a strati- 
fied sample of 50—60 patients with affective disorder 
(25—30 with bipolar disorder and 25—30 with major de- 
pression) and 100—125 with schizophrenia. We tried, 
insofar as possible, to fill these cells from consecutive 
admissions within the cells. All patients were given 
diagnoses according to DSM-III criteria. When the fi- 
nal sample was collected and given definitive diag- 
noses, 110 of the patients had schizophrenia and the 
remaining 51 had affective disorder (24 bipolar and 27 
unipolar). Patients with serious medical or neurologi- 
cal illness or with mental retardation were excluded, 
but patients with histories of alcoholism and substance 
abuse were not, since we felt it was important to ex- 
amine whether these disorders had any significant in- 
fluence on ventricular size. 
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The sociodemographic characteristics and the previ- 
ous course of illness of these groups are summarized in 
table 1. The three groups did not differ significantly 
from one another in education, height, weight, or the 
percentage who were female (bipolar group, 50%, 
N-— 12; depressive group, 56%, N=15; schizophrenic 
group, 40%, N=44). The affective disorder patients 
were somewhat older than the schizophrenic patients 
(F=2.59, df=2, 158, p<0.08). The schizophrenic pa- 
tients were somewhat younger at the onset of their 
illness (F=2.46, df=2, 158, p<0.09). 

The previous treatment received by the patients in 
the three groups is summarized in table 2. The schizo- 
phrenic patients had less frequent histories of treat- 
ment with ECT (y*=7.53, df=3, p<0.02), antidepres- 
sant medications (y7=24.71, df=3, p<0.02), and 
lithium (x*=8.37, df=3, p<0.02) and had more fre- 
quent histories of treatment with neuroleptics (p< 
0.01, Fisher's exact test). Apart from these factors, the 
three groups did not differ significantly from one an- 
other. 

The control group consisted of 75 healthy, asymp- 
tomatic volunteers recruited from nearby communi- 
ties. The mean+SD age of the control subjects was 
34.89 13.67 years. They were equivalent in education 
to the schizophrenic and affective disorder subjects. 
The control subjects’ mean €*SD height was 170.89 — 
9.75 cm, and their weight was 70.22: 13.42 kg. Be- 
cause we were interested in examining the effects of 
age and sex on change in ventricular size over time, we 
stratified the control sample and selected 15 subjects 
for each of five decades: under the age of 20, under 30, 
under 40, under 50, and under 60. The sample was 
also stratified by sex so that approximately half the 
subjects in each decade were male and half were fe- 
male. The control subjects were screened with a struc- 
tured psychiatric interview. Potential control subjects 
were excluded if they had histories of major medical 
illness, substance abuse, psychiatric disorder, head in- 
jury, or neurological disorder, but they were not ex- 
cluded on the basis of family history of mental illness 
or abnormal findings on CT scan (after the CT data 
were collected). 

Informed consent was obtained from all participat- 
ing subjects. 

All subjects were scanned with a fourth-generation 
Picker CT scanner with a 256 X 256 pixel matrix; slice 
thickness was 8 mm. Two schizophrenic subjects had 
poor quality CT scans, reducing the sample of schizo- 
phrenic subjects available for CT analysis to 108. The 
sample of depressed patients was reduced to 26 for 
analysis because one scan was of poor quality. 

VBR was measured by selecting the CT cut that 
passed through the body of the ventricles, where the 
ventricles were seen at their largest. The scans were 
placed on an X-ray view box, covered with radiolucent 
paper, and traced. Structures used to calculate VBR on 
the high ventricular cut included the inner table of the 
skull and the boundary of the lateral ventricles. The 
individual who did the tracings was blind to the sub- 
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TABLE 1. Characteristics of Psychiatric Patients Who Received CT Scans to Determine Ventricular Size 


Bipolar Patients Major Depressive Patients Schizophrenic Patients 

Characteristic N Mean N Mean SD N Mean SD 
Age (years) 24 36.50 14.34 27 37.26 13.27 110 31.75 10.44 
Education (years) 24 12.21 27 13.44 3.12 110 12.66 2.41 
Height (cm) 24 168.75 iW ey 27 170.53 10.52 110 171.89 9.74 
Weight (kg) 24 76.95 16.65 27 12.27 14.86 110 72.65 16.11 
Age at onset (years) 22 25.62 10.07 23 24.85 7.40 110 21.71 4.91 
Number of previous hospitalizations 23 5.82 4.69 27 3.63 3.45 110 4.56 4.39 
Duration of previous hospitalizations 

(months) 21 8.87 8.50 27 6.22 8.19 110 19.73 43.97 
Number of ECTs (among patients 

who had received ECT) 11 15.82 11.14 14 9.71 4.08 30 13.60 7.60 


TABLE 2. History of Substance Abuse and Previous Treatment of 
Psychiatric Patients Who Recelved CT Scans to Determine Ven- 
tricular Size 


Major Schizo- 

Bipolar Depressive phrenic 

Patients Patients Patients 
Histor ud Previews, ee CA. ASI 
Treatment N %o N Yo N % 
Alcohol abuse? 1 5 2 8 11 10 
Drug abuse? 1 4 0 0 8 8 
ECT 11 46 14 52 30 27 
Neuroleptics 19 79 18 67 98 89 
Antidepressants“ 16 67 21 78 34 31 
Lithium 15 63 14 52 37 34 


“Minor” tranquilizers 4 17 7 26 17 15 

"N=22 for bipolar, N=26 for major depressive, and N=105 for 
schizophrenic patients. 

bN=25 for major depressive and N=102 for schizophrenic patients. 

“N=109 for schizophrenic patients. 


jects’ identities and group membership. A second indi- 
vidual then used a planimeter to measure the areas of 
the right and left lateral ventricles and the brain; this 
individual was also blind to the subjects’ identities and 
group membership. The ratio of ventricular size to 
brain was then calculated and multiplied by 100 to 
yield a VBR. The reliability of the measurement was 
0.9. 

All patients were evaluated clinically with the Com- 
prehensive Assessment of Symptoms and History (62). 
This structured interview provides a comprehensive 
overview of sociodemographic data, including educa- 
tional history, work history, and social history. It also 
contains a number of standard scales conventionally 
used to assess psychopathology, such as the Scale for 
the Assessment of Negative Symptoms (63), the Scale 
for the Assessment of Positive Symptoms (64), the 
Global Assessment Scale (GAS) (65), the Mini-Mental 
State examination (66), and the Phillips Scale to assess 
premorbid adjustment (67). 

Ratings with the Comprehensive Assessment of 
Symptoms and History were based on direct observa- 
tion of the patient, self-report during interview, reports 
by nursing personnel, and reports by referring phvsi- 
cians. Ratings of psychopathology were assessed by 
using the severity of any given symptom at its worst 
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TABLE 3. VBR in Psychiatric Patients and Normal Control Sub- 
jects Who Received CT Scans to Determine Ventricular Size 


VBR 
Adjusted 
Group N Mean Mean SD 
Bipolar patients 24 7.38 7.21 2.96 
Male 12 9.14 9.13 3.03 
Female 12 5.62. 5.28 1.64 
Major depressive 
patients 26 6.22 5.96 3.17 
Male 11 5.77 5.87 3.06 
Female 15 6.55 6.05 3.31 
Schizophrenic patients 108 6.59 6.67 2.89 
Male 65 6.76 6.97 3.25 
Female 43 6.34 6.37 2.26 
Control subjects 75 5:75 5.67 2.51 
Male 36 5.36 5.31 2.41 


Female 39 6.11 6.03 2.58 


during the past month. The GAS was coded at the time 
of admission and again at the time of discharge, when 
the patients had achieved maximal improvement. 


RESULTS 


The means and standard deviations for VBR are re- 
ported in table 3. A Diagnosis by Sex analysis of vari- 
ance (ANOVA) resulted in no significant effects for 
diagnosis (F=2.55, df=3, 225, p<0.06) or for sex (F= 
1.82, df=1, 225, p<0.18). A significant effect did oc- 
cur, however, for the interaction of diagnosis and sex 
(F=3.94, df=3, 225, p«0.009). An analysis of the 
simple effects of the interaction resulted in a significant 
effect across diagnostic groups of male subjects only 
(F=6.13, df=3, 225, p<0.01). A Tukey post hoc test 
found that the male bipolar patients had significantly 
(i.e., p<0.05) larger VBRs than the male major depres- 
sive, schizophrenic, and control subjects. Figures 2 and 
3 are box-whisker plots of the distributions of VBR for 
each diagnosis and sex group. The large mean VBR of 
the male bipolar-patients is clearly depicted in these 
plots. The relationships between diagnosis, sex, and 
VBR are shown schematically in figure 4, which also 
shows the disordinal nature of the interaction. The 


ROE 


VENTRICULAR SIZE AND AFFECTIVE DISORDER 


FIGURE 2. Distribution of VBR in Male Bipolar (B), Schizophrenic 
(S), and Depressed (MDD) Patients and Normal Control Subjects (C) 
(box-and-whisker plots)* 
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"The center horizontal line of the box is the median of the distribu- 
tion. The mean of the distribution is indicated by the + character. 
The top and bottom edges of the box are called the upper and lower 
ninges. The median splits the VBR distribution in half, and the 
hinges split the two halves of the distribution in half. The upper 
hinge approximates the 75th percentile, and the lower hinge ap- 
2roximates the 25th percentile. The difference between the upper 
and lower hinges is called the Hspread. The Hspread is used to 
determine the whiskers of the plot as follows: the upper hinges+ 
(4.5 xHspread) and the lower binges— (1.5 x Hspread). Data points 
outside the whiskers are indicated by 0 and represent outliers that 
would occur only 1 in 20 times in a normal distribution. 


most noteworthy aspect of the interaction was the dif- 
ferent rank order of mean VBR for the bipolar patients 
within each sex group. The male bipolar patients had 
the largest mean VBR among the male patients and 
control subjects, yet the female bipolar patients had 
the smallest mean VBR. 

The three patient groups and the normal control 
subjects were not precisely comparable with one an- 
other, however. It is well recognized that ventricular 
size tends to increase with age in normal individuals; a 
significant upward trend in ventricular size begins to 
occur in late middle age (68, 69). We examined the 
relationship between age and ventricular size in schizo- 
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FIGURE 3. Distribution of VBR in Female Bipolar (B), Schizophrenic 
e and Depressed (MDD) Patients and Normal Control Subjects 
(C 
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*See footnote to figure 2 for explanation of box-and-whisker plots. 


phrenic patients (50) and observed that they have a 
curve similar to that of normal individuals, but it is 
typically higher across age decades. The relationship 
between ventricular size and age in patients with af- 
fective illness has never been examined closely; the sin- 
gle study with adequate size to examine this issue (54) 
was heavily weighted with older patients and did find 
a significant relationship between age and ventricular 
size in affective illness. 

Because the bipolar and depressive patients in this 
study were generally older than the schizophrenic pa- 
tients, it was deemed important to partial out the effects 
of age. This was done by means of analysis of covariance 
(ANCOVA). When age was partialed out, significant ef- 
fects for diagnosis (F=3.14, df=3, 224, p<0.03) and sex 
(F=4.17, df=1, 224, p<0.04) emerged in addition to a 
significant Diagnosis by Sex interaction (F=4.63, df= 
3, 224, p<0.005). Interpretation of the main effects, 
however, is misleading and not appropriate because of 
the continuing disordinal nature of the interaction in the 
adjusted means (see table 3). An analysis of the simple 
effects again resulted in a significant effect for male sub- 
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FIGURE 4. Sex Differences in VBR Among Three Patient Groups and 
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jects only (F=7.35, df=3, 224, p<0.001). A Tukey post 
hoc test found the VBR of the male bipolar patients to be 
significantly larger than that of the male major depressive 
and control subjects. The VBR of the male bipolar pa- 
tients was not, however, significantly larger than that of 
the male schizophrenic patients as in the ANOVA. 

The three patient samples differed not only in terms 
of age but also in terms of a variety of clinical corre- 
lates, which may have some potential relevance to 
structural brain abnormalities. These differences in 
clinical characteristics reflect the different natural his- 
tories of these various disorders. Indices of premorbid 
and cognitive dysfunction and treatment response are 
summarized in table 4. As table 4 indicates, the bipolar 
and major depressive patients differed significantly 
from the schizophrenic patients in premorbid adjust- 
ment. The schizophrenic patients tended to have worse 
premorbid adjustment, as measured by the Phillips 
Scale, than did the bipolar and major depressive pa- 
tients. The GAS score on admission was significantly 
worse for the bipolar group than for the group with 
major depression, although all three groups were 
clearly very seriously impaired. By the time of dis- 
charge, both the bipolar and the major depressive pa- 
tients had shown substantial increases in their GAS 
scores, while the schizophrenic patients had also im- 
proved, but at a much more modest rate. There was no 
difference among the three groups on Mini-Mental 
State score. The bipolar patients had the poorest score 
on the Mini-Mental State, but it was not significantly 
poorer than that of the depressive or schizophrenic 
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patients. None of these measures was found to be cor- 
related with VBR in the bipolar or major depressive 
patients. 


DISCUSSION 


These results add to the growing literature indicat- 
ing that ventricular enlargement is not specific to schizo- 
phrenia but instead occurs as well in affective disor- 
ders. Previous studies have indicated that ventricular 
enlargement may be found in bipolar patients, al- 
though several studies have also indicated that it may 
be present in depressive patients. In the case of depres- 
sion, previous studies have indicated that increased 
ventricular size may be related to increased age. 

Our own results confirm the findings reported in the 
literature. That is, when age was controlled for in our 
sample, ventricular enlargement occurred only in male 
bipolar patients. The ANOVA and ANCOVA con- 
ducted in this study did not detect significant differ- 
ences between male schizophrenic patients and male 
normal control subjects. However, we have examined 
ventricular size in this schizophrenic sample (50) and 
in another studied with magnetic resonance imaging 
(70), and these analyses provided strong evidence that 
ventricular enlargement also occurs in schizophrenia 
and is more common among male schizophrenic pa- 
tients. When ventricular enlargement is observed in 
depressed patients, it is more likely to occur in con- 
junction with natural aging processes. In bipolar illness 
and schizophrenia, on the other hand, ventricular en- 
largement appears to reflect some pathological process 
independent of the aging process. 

In order to understand the pathophysiological mech- 
anisms that produce both schizophrenia and mania, it 
is important to determine why ventricular enlargement 
occurs in some individuals with these disorders. Al- 
though the mechanisms accounting for ventricular en- 
largement in schizophrenia are not fully understood, 
they have been much more extensively studied in that 
disorder than in mania. Existing data, indicating that 
ventricular enlargement is found in young patients 
evaluated during their first episode of illness, seem to 
indicate that ventricular enlargement could antedate 
the onset of the illness itself (16, 18, 50). A variety of 
genetic or environmental mechanisms could be in- 
voked. The literature indicates that ventricular en- 
largement in schizophrenia occurs at a higher rate in 
the offspring of schizophrenic mothers who themselves 
develop schizophrenia than in normal individuals, a 
finding that may be consistent with some early envi- 
ronmental injury (27). Studies of monozygotic twins 
discordant for schizophrenia indicate that the ill twin 
has greater ventricular size than the well twin, but both 
twins with identical genetic loading have larger ven- 
tricular size than matched normal monozygotic twins 
(15); these results are also consistent with either an 
early environmental mechanism, a genetic mechanism, 
or both. Because of the vulnerability of males to peri- 


897 


- 


VENTRICULAR SIZE AND AFFECTIVE DISORDER 


TABLE 4. Indices of Premorbid Adjustment, Cognitive Dysfunction, and Treatment Response in Psychiatric Patients Who Received CT 


Scans to Determine Ventricular Size 
Bipolar Major Depressive 
Patients (B) Patients (D) 

Measure Mean SD Mean SD 
Phillips Scale 4.38 2.78 4.07 1.88 
Mini-Mental State 29.48 8.26 32.63 3.44 
GAS 

Át admission 21.50 14.05 30.37 12.40 

At discharge 71.29 15.80 68.70 13.84 

Change 49.74 19.59 38.64 12.51 


Schizophrenic F 
__ Patients ($) — (df=3, Tukey’s 
Mean SD 225) p Test 
6.30 2.11 15.10 0.0001 B,D«S 
31.36 4.37 1.36 0.26 
25.47 10.83 3.93 0.02 B«D 
39.00 14.66 68.57 0.0001 S<B,D 
13.64 12.51 58.21 0.0001 S«B,D 


natal injuries and because birth injuries can produce 
periventricular hemorrhage and, potentially, ventricu- 
lar enlargement (71—73), these factors represent a pos- 
sible explanation for the findings we have reported 
here. 

Similar studies of twins or high-risk offspring suf- 
fering from affective disorder have not yet been done. 
The present sample contained a relatively small num- 
ber of patients, and very few young or first-episode 
patients, making it difficult to determine whether ven- 
tricular enlargement is present early in the illness. 
From the existing data, we can only say that (as in the 
case of schizophrenia), the development of ventricular 
enlargement appears to be independent of the aging 
process. Twin studies, high-risk studies, studies of 
first-episode patients, and studies of large samples of 
patients spanning a broad age range will be necessary 
in order to determine more about the onset and mech- 
anisms of ventricular enlargement in mania. 

It is conceivable that the ventricular enlargement in 
this sample represented an epiphenomenon. Since we 
did not screen out any bipolar, depressive, or schizo- 
phrenic patients with histories of substance abuse but 
did screen out any normal individuals with these prob- 
lems, our findings could simply represent the effects of 
alcoholism or substance abuse in the manic and schizo- 
phrenic patients. We did, however, examine the rela- 
tionship between substance abuse and ventricular size 
in these patients and did not find any statistical rela- 
tionship. A second possibility is that prior treatment 
could produce ventricular enlargement. Again, how- 
ever, no relationships were observed between ventric- 
ular size in affective illness and any of the treatments 
previously received. 

The data presented in this article do not suggest that 
ventricular size has any predictive validity in patients 
suffering from bipolar illness, major depression, or 
schizophrenia. That is, it did not display any substan- 
tial or significant associations with indices of premor- 
bid adjustment, cognitive impairment, severity of ill- 
ness, or response to treatment. Two explanations are 
possible. One is that none of these relationships exists. 
A second is that the various measures involved (i.e., 
either the clinical measures or VBR as assessed through 
CT scanning) are not sensitive enough to detect such 
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differences, particularly in the relatively heterogeneous 
samples evaluated in this study. Ideally, these issues 
should be pursued in more informative homogeneous 
samples, such as young patients relatively early in their 
illness, particularly those who have received only min- 
imal treatment in the past. 
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Allergic to Life: 
Psychological Factors in Environmental Illness 


Gregory E. Simon, M.D., Wayne J. Katon, M.D., 
and Patricia J. Sparks, M.D., M.P.H. 


Environmental illness is an increasingly frequent 
and medically unexplained syndrome of "allergy" to 
common environmental agents. A recent outbreak of 
chemical-induced illness allowed study of psycbologi- 
cal factors in environmental illness. Thirty-seven 
symptomatic plastics workers completed structured di- 
agnostic interviews and self-report measures of somat- 
ization and psychopathology. The 13 subjects who de- 
veloped environmental illness scored higher on all 
measures than those who did not. The greatest differ- 
ences were in prior history of anxiety or depressive 
disorder (54% versus 4%) and number of medically 
unexplained physical symptoms before exposure (6.2 
versus 2.9). These findings suggest that psychological 
vulnerability strongly influences chemical sensitivity 
following chemical exposure. 

(Am J Psychiatry 1990; 147:901—906) 


he psychiatric and medical literature of the 1980s 

describes a growing number of patients who at- 
tribute a wide variety of symptoms to chemical expo- 
sure or heightened chemical sensitivity (1—6). Such pa- 
tients typically report considerable disability, with 
frequent neuropsychiatric and constitutional com- 
plaints. Symptoms are often precipitated or exacer- 
bated by exposure to common environmental sub- 
stances (petroleum products, synthetic fabrics, food 
additives) in concentrations far below those noxious to 
the general population. This illness, variously labeled 
“environmental illness,” “multiple chemical sensitivi- 
ty,” “ecologic illness,” “20th-century disease," and 
“total allergy syndrome,” has been described by a 
committee of the Ontario Ministry of Health as a 
“chronic, multisystem disorder" in which patients “‘re- 
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act adversely to some chemicals and to environmental 
agents... at levels generally tolerated by the major- 
ity" (6). 

Patients suffering from environmental illness usually 
attribute their symptoms to immunologic disturbances 
caused by environmental toxins. They often follow 
Spartan treatment regimens involving severe dietary 
limitations and complete isolation from all products 
containing synthetic materials (7). Such treatment pro- 
grams sometimes necessitate separation from work, 
friends, and family. A new and expanding group of 
physicians known as clinical ecologists or environmen- 
tal physicians specializes in the treatment of these syn- 
dromes. This group claims that data from immuno- 
logic evaluations and provocative testing demonstrate 
the immunologic basis of environmental illness. Re- 
ports of these investigations are rarely published in 
refereed journals, and those that are seem inconclusive 
(7, 8). 

The conventional medical and immunologic com- 
munities have remained quite skeptical of these claims. 
Controlled investigations of immunologic abnormali- 
ties have found little support for this etiologic theory 
(2). The American Academy of Allergy (9) concluded 
that the provocative testing and desensitization tech- 
niques of clinical ecologists “have no plausible ration- 
ale or immunologic basis.” A California Medical As- 
sociation task force (10) concluded that “there is no 
convincing evidence that supports the hypotheses on 
which clinical ecology is based.” A recent position pa- 
per of the American College of Physicians (11) re- 
viewed the scientific evidence supporting clinical ecol- 
ogy and reached similar conclusions. 

Psychiatric evaluations of patients with environmen- 
tal illness have suggested that the syndrome may be a 
new variant of somatoform disorder. Brodsky (3) de- 
scribed eight patients with the full sensitivity syndrome 
as longtime somatizers with histories of unexplained 
illness and high utilization of health care services. 
Stewart and Raskin (4) found current psychiatric ill- 
ness iri all of a series of 18 patients referred for psy- 
chiatric consultation. Eight of these patients appeared 
to have long histories of somatization. Schottenfeld 
and Cullen (5) described a chart review of 21 patients 
evaluated at an occupational medicine clinic. They 
viewed the multiple unexplained symptoms of environ- 
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mental illness as a variant of posttraumatic stress dis- 
order (PTSD), with symptomatic episodes following 
chemical exposure that are analogous to the flashbacks 
of PTSD. None of these reports used standardized mea- 
sures of psychiatric symptoms, structured diagnostic 
interviews, or comparison with appropriate control 
groups. The first two studies (3, 4) described patients 
specifically referred for psychiatric evaluation, so the 
high prevalence of current psychiatric diagnoses would 
be expected. 

An outbreak of chemical-induced illness in an aero- 
space equipment manufacturing plant offered us the 
opportunity to study psychological factors associated 
with environmental illness by using structured diag- 
nostic interviews and standardized self-report mea- 
sures in a population not selected for psychiatric ill- 
ness. This article reports the findings of that study. 


METHOD 


Beginning in mid-1987, a large number of plastics 
workers at a local aerospace equipment manufacturing 
plant began to report symptoms that they attributed to 
exposure to chemicals in the workplace. There were 
frequent complaints of headache, fatigue, dizziness, 
nausea, dyspnea, and cognitive disturbances. For most 
of these workers, the onset of symptoms coincided 
with the introduction of new composite plastic mate- 
rials into the manufacturing process. Industrial hy- 
giene evaluation identified the principal components of 
exposure as phenol, formaldehyde, and methyl ethyl 
ketone. Repeated measurements found no exposure 
levels that approached established thresholds of toxic- 
ity, but workers continued to report considerable ill- 
ness and disability. Of more than 400 exposed workers, 
50-75 became acutely ill and 37 filed compensation 
claims. A panel of specialists in occupational medicine/ 
clinical toxicology, allergyimmunology, and psychiatry 
was convened to study this group of 37 and to investigate 
possible causes of this outbreak of unexplained symp- 
toms. The panel’s findings concerning the group as a 
whole will be reported separately. In summary, no med- 
ical diagnoses or immunologic abnormalities were found 
to account for the vast majority of the workers’ systemic 
symptoms. 

The affected workers, however, displayed a remark- 
ably high prevalence of current anxiety and depressive 
disorders, which were thought to account for much of 
their illness and disability. Most of the workers with 
current psychiatric diagnoses did not appear to have 
had preexisting psychiatric illnesses. These findings 
raised the question of whether this outbreak of anxiety 
and depressive disorders might have resulted from the 
neurotoxic effects of low-level chemical exposure or 
from psychological and sociological factors in the 
work environment. Repeated findings of exposure lev- 
els below accepted toxic thresholds make a neurotoxic 
mechanism unlikely. Most affected workers described 
transient symptoms that resolved following cessation 


902 


of exposure, but a minority developed a full environ- 
mental illness syndrome with chronic, disabling symp- 
toms provoked by common environmental agents. 
This report considers the psychological factors associ- 
ated with the development of environmental illness. 

Psychiatric evaluation included the following self- 
report instruments: the SCL-90-R (12), a 90-item 
symptom inventory that assesses the presence and se- 
verity of somatic and psychological symptoms on a 
scale of 0—4; the Whitely Index, a 14-item abridged 
version of Pilowsky's Illness Behavior Questionnaire 
(13), a yes/no scale that assesses hypochondriacal be- 
liefs and behaviors; the Barsky Amplification Scale 
(14), an 11-item self-report measure (scale of 0—4) of 
the tendency to amplify bodily sensations and to report 
physical symptoms; the five-item screening version of 
the Personality Diagnostic Questionnaire (15), a yes/ 
no self-report that predicts the diagnosis of DSM-III 
personality disorder by the full-length instrument; and 
eight items from the Alameda Disability Scale (16), a 
self-report of perceived current and future disability. 

Each subject also completed the National Institute 
of Mental Health Diagnostic Interview Schedule (DIS) 
(17), administered by one of us (G.E.S. or W.J.K.). The 
Interview assesses current and past psychiatric disor- 
ders according to DSM-III criteria and includes a sec- 
tion screening for somatization disorder that reviews 
lifetime physical symptoms and utilization of health 
care services. For each of 37 physical symptoms, the 
structured interview protocol determines symptom se- 
verity and attributes each symptom to physical illness, 
medication, drug use, alcohol use, or psychiatric ill- 
ness. Because of the difficulty in attributing these sub- 
jects’ current symptoms to medical or psychiatric dis- 
orders, we conservatively scored all somatic symptoms 
coincident in time with this exposure to chemicals as 
due to medical illness. Only medically unexplained 
symptoms that occurred before the workplace expo- 
sure were considered to be probably of psychiatric or- 
igin. One of us (W.].K.) had used the DIS extensively 
in past studies. The interviewers completed a 10% 
sample of interviews concurrently and were in com- 
plete agreement on the assignment of diagnoses. Minor 
changes were made in the depression and anxiety dis- 
orders sections of the DIS in accordance with DSM- 
III-R, and the protocol was modified to inquire about 
current symptoms of major depression (18). 

The presence and severity of generalized chemical 
sensitivity was assessed by means of a four-item survey 
of symptoms occurring in response to common envi- 
ronmental exposures (appendix 1). This yielded an en- 
vironmental illness symptom score of 0—4, depending 
on the number of items endorsed. 

Comparisons of proportions of subjects were made 
by chi-square test with correction for continuity. Com- 
parisons of differences in continuous variables were 
made with the two-sample t test for normally distrib- 
uted variables and the Mann-Whitney U test for those 
with skewed distribution (both two-tailed). Multivari- 
able modeling of categorical outcome was performed 
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TABLE 1. Results on Psychological Measures of Subjects With and Without Environmental Illness 





Subjects With Subjects Without 
Environmental Environmental 
Illness (N=13) Illness (N=23) 95% 
Score Score Confidence 
——— ———— Interval for 
Measure N % Mean SD N % Mean SD Difference Analysis 
Current psychiatric morbidity 
Anxiety or depression ; 

(DIS) 1292 — — 16 70 — — —2 %46% x*=1.34, df=1, p=0.25 
SCL-90-R depression scale — — 74.1 63 — 69.5 6.4 0.24—8.87 t=2.07, df=34, p=0.05 
SCL-90-R anxiety scale — — 741 68 — — 69.9 5.8 —0.25—8.59 t=1.93, df=34, p=0.06 
Personality Diagnostic 

Questionnaire — — 1.0 1.4 — — 0.3 0.8 — 7::—2.49, p=0.01 (Mann- 

Whitney U test) 
Prior psychiatric morbidity 
Anxiety or depression 

(DIS) 734 — — 14 — — 22%~72% x’ =9.08, df=1, p=0.003 
Medically unexplained 

symptoms (DIS) — — 62 2.5 — — 29 21 1.65—4.92 t=4.13, df=34, p=0.0002 
Somatization trait (DIS) 9 69 —  — 313 — — 35926-8996 x 79.41, df=1, p=0.002 

Self-report of somatization 
Whitely Index — — 741 3.6 — — 44 2,9 0.37-4.92 t=2.41, df=34, p=0.02 
Barsky Amplification Scale — — 292 6.1 — — 210 7.2 3.74—12.64 t::3.44, df=34, p=0.002 
SCL-90-R somatization 
scale — — 76.0 64 — — 69.0 5.6 2.34—10.83 t=3.15, df=34, p=0.004 


by using logistic regression. Because of multiple com- 
parisons, the nominal probability level for statistical 
significance was set at 0.01. 


RESULTS 


The outcome of interest was the development of en- 
vironmental illness as. measured by the four-item 
symptom survey. One subject failed to complete this 
measure. The remaining 36 subjects had a meant+SD 
score of 1.44+1.5. The distribution of scores was dis- 
tinctly bimodal; most subjects reported either no 
symptoms or at least three. This distribution of re- 
sponses suggested that further analysis should consider 
the presence or absence of environmental illness as a 
discrete outcome defined by a score of 3 or more on the 
symptom survey. Sensitivity analysis, with a cutoff 
score of 2 or more, had no appreciable effect on sub- 
sequent results. The environmental illness symptom 
count showed a very strong correlation (r=0.68, 
df=34, p«0.0001) with disability as measured by the 
Alameda scale, and groups with scores above and be- 
low 3 showed mean+SD disability scores of 28+4 and 
16-7, respectively (t=4.91, df=34, p<0.0001). The 
bimodal distribution and the strong relationship with 
reported disability support the use of the environmen- 
tal illness symptom score to define discrete groups with 
and without the environmental illness syndrome. For 
the subsequent analysis, the 13 subjects with scores of 
3 or more were classified as environmental illness cases 
and were compared with the remaining 23 patients, 
who were considered noncases. 

Psychiatric morbidity measured at the time of eval- 
uation was weakly correlated with development of en- 
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vironmental illness (table 1). Among the current DSM- 
III-R diagnoses assessed by the DIS, only major 
depression and panic disorder occurred frequently 
enough for analysis, and neither was significantly as- 
sociated with development of environmental illness. 
The high prevalence of these disorders in both groups, 
though, may have restricted the range of outcomes 
enough to prevent any association from appearing. 
Current anxiety and depression as measured by the 
SCL-90-R subscales showed a wider range of response, 
and these measures were somewhat better correlates of 
environmental illness. Differences between cases and 
noncases on the two scales, however, were not signifi- 
cant when corrected for multiple comparisons. The 
two groups did differ in level of personality pathology 
as measured by the Personality Diagnostic Question- 
naire, but the difference did not quite reach statistical 
significance. 

A history of psychiatric morbidity predating the 
workplace exposure to chemicals was a much stronger 
predictor of the development of environmental illness 
(table 1). The proportions of cases and noncases with 
histories of prior major depression and/or panic disor- 
der showed a striking difference. Using the conserva- 
tive scoring method we have described, we found that 
no subjects met the criteria for the diagnosis of somat- 
ization disorder. The reported number of prior medi- 
cally unexplained symptoms, however, showed an ex- 
tremely strong relationship to the development of 
environmental illness. The proportion meeting Esco- 
bar et al.’s (19) abridged standard for a somatization 
trait (a DIS somatization symptom score of 4 or more 
for males and 6 or more for females) also discrimi- 
nated significantly between the two groups. 

Self-report measures of somatization and hypochon- 
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driasis were also strong correlates of development of 
environmental illness (table 1). The difference in 
Whitely Index score between the patients with and the 
patients without environmental illness approached sta- 
tistical significance, and the former scored in the range 
reported by Pilowsky as typical of hypochondriasis. 
The two groups had significantly different scores on 
both the Barsky Amplification Scale and the SCL-90-R 
somatization scale. 

In a logistic regression model to predict cases versus 
noncases, a prior tendency toward somatization (meas- 
ured by the number of medically unexplained physical 
symptoms) was the strongest predictor of environmen- 
tal illness. The odds ratio for development of environ- 
mental illness was 1.89 for each additional positive 
symptom in the DIS somatization section (95% confi- 
dence interval for an odds ratio of 1.22-2.92). For 
example, a patient with a history of eight medically 
unexplained physical symptoms would be over seven 
times more likely to develop environmental illness than 
a patient with three such symptoms (approximately 
the average among noncases). None of the other var- 
iables contributed significant further prediction to a 
model containing the number of somatization symptoms. 

Because of previous reports, we examined the prev- 
alence of PTSD by using the DIS and specific inquiry 
about traumatic episodes of chemical exposure. No 
subject attributed symptoms to a single discrete trau- 
matic episode of exposure to chemicals. None of the 
subjects endorsed any symptoms of PTSD on the DIS. 
Behavioral mechanisms may, however, contribute sig- 
nificantly to development of environmental illness. 
Many subjects described the initial onset of anxiety 
and autonomic symptoms during exposure to solvent 
or irritant fumes and the recurrence of symptoms on 
reexposure. 


DISCUSSION 


Interpretation of these findings must be limited by 
the nature of the study sample. All subjects had sub- 
mitted claims for compensation and therefore may not 
have been representative of all the workers affected. If 
psychological distress increases the likelihood of seek- 
ing compensation, then the high prevalence of psychi- 
atric symptoms noted in the entire group may have 
been artificially inflated. This bias, however, would 
have less effect on the distinction between compensa- 
tion applicants who developed environmental illness 
and those who did not. Ín addition, the subjects knew 
that the results of this evaluation might affect their 
pending claims. Conceivably, subjects could have tried 
to either emphasize their psychiatric symptoms in an 
attempt to appear more disabled or minimize their psy- 
chiatric symptoms to reduce the impression that the 
symptoms were “all in their heads." Either strategy, 
though, would have biased the findings concerning the 
whole group more than those differentiating environ- 
mental illness cases from noncases. One might avoid 
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this bias by examining other exposed workers, includ- 
ing both those who remain well and those who develop 
symptoms but do not file for compensation. Unfortu- 
nately, we were not allowed access to any workers 
except those who filed compensation claims. 

These findings do not support previous work (5) 
suggesting that environmental illness is a variant of 
PTSD. None of our subjects met the formal diagnostic 
criteria for that disorder or attributed their symptoms 
to one discrete trauma. Many case histories, however, 
suggested that the conditioning mechanisms which oc- 
cur in PTSD may operate in environmental illness (20, 
21). The subjects with environmental illness typically 
described anxiety and symptoms of autonomic arousal 
in response to odors of plastics or petroleum products. 
This process was recently described by Schusterman et 
al. (20) as behavioral sensitization to odorants. Con- 
ditioning and phobic avoidance probably contribute to 
chronicity of symptoms. A prior tendency toward 
symptom amplification may enhance this conditioning 
process. 

These findings suggest that psychological factors 
strongly influence the development of environmental 
illness following occupational exposure to chemicals. 
Among this group of workers exposed to a common 
environmental insult, psychological vulnerability 
showed a strong association with development of dis- 
abling symptoms, which were generalized to multiple 
situations. Measures of current anxiety and depression 
showed a nonsignificant association with environmen- 
tal illness, but these differences might have reached 
statistical significance in a larger group of subjects. 
Measures of both preexisting psychiatric morbidity 
and ongoing tendency toward somatization showed a 
much stronger relationship to generalization of symp- 
toms and sensitivity. These findings suggest that devel- 
opment of environmental illness is related more to an 
underlying trait of symptom amplification and prior 
psychological distress than to current psychiatric 
symptoms or diagnoses. Such a trait could result in the 
increased sensitivity to many noxious stimuli that en- 
vironmental illness patients report. For some subjects, 
exposure to chemicals does not appear to precipitate 
new symptoms as much as provide a new explanation for 
chronic physical symptoms and psychological distress. 

This study's finding of a higher lifetime burden of 
psychiatric illness in patients who develop environ- 
mental illness agrees with previous findings in fibro- 
myalgia (22), chronic fatigue syndrome (23), and 
chronic pelvic pain (24). These investigations suggest 
that the development of medically unexplained physi- 
cal symptoms is related to previous history of anxiety 
or depressive disorders and to overall level of psycho- 
logical distress. Typically, such studies have found that 
these syndromes are more strongly related to overall 
life histories of psychiatric illness than to current psy- 
chiatric diagnosis. In this study of medically unex- 
plained symptoms following exposure to chemicals, 
subjects with environmental illness showed higher lev- 
els of psychiatric symptoms and psychological distress 
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on every measure studied (current and past diagnosis 
of depression, current and past diagnosis of panic dis- 
order, SCL-90-R anxiety, SCL-90-R depression, and 
the Personality Diagnostic Questionnaire). In addition, 
the subjects with environmental illness had higher 
scores on every scale of the SCL-90-R, although these 
comparisons were not part of any a priori data analysis 
plan. Development of environmental illness symptoms 
was related to a wide variety of psychiatric symptoms 
across diagnostic categories, but it showed the stron- 
gest relationship with measures of long-standing dis- 
tress. These findings agree with previous observations 
on the phenomenon of “negative affectivity” (25, 26) 
which suggest that chronically high levels of nonspe- 
cific dysphoric affect contribute to development and 
reporting of physical symptoms. 

McFarlane’s recent report (27) on premorbid psy- 
- chological factors that predict development of PTSD 
following trauma suggests how ongoing distress could 
contribute to the development of environmental ill- 
ness. A precipitating event such as exposure to chem- 
icals in the workplace would result in continued symp- 
toms and disability only among vulnerable individuals. 
Such a model would view various factors, including 
inborn predisposition toward psychiatric disorder, de- 
velopmental deprivation, and current stressors, as con- 
tributing to this overall level of vulnerability. Those 
affected would suffer from increased sensitivity to var- 
ious noxious stimuli and would respond to life stresses 
or other insults with higher levels of somatic and psy- 
chological symptoms. Consequently, vulnerable indi- 
viduals could be expected to suffer both from episodes 
of psychiatric disorder and from development of un- 
explained physical symptoms. Instead of viewing so- 
matization as "masked depression," one could explain 
somatization and recurrent depression as conse- 
quences of the same underlying diathesis. 

This model agrees more closely with the reports of 
persons suffering from such somatization syndromes. 
Typically, these patients report high levels of both 
physical symptoms and psychological distress, but they 
emphatically reject the notion that psychiatric disorder 
causes or explains their physical symptoms. Attempt- 
ing to explain these physical symptoms as simply atyp- 
ical manifestations of underlying psychiatric disorders 
dismisses the symptoms themselves as unimportant. 
Understánding these medically unexplained physical 
symptoms as legitimate expressions of distress instead 
of attempts at defense or deception corresponds to 
what patients actually experience. 

Results from this study appear to weigh against the 
immunologic basis of environmental illness. They lend 
support, however, to the idea of chemical sensitivity. 
This group of patients may experience heightened ad- 
verse reactions to substances in the environment be- 
cause of an underlying vulnerability to noxious events. 
Conditioning mechanisms may further increase the se- 
verity and duration of environmental illness. Clinical 
efforts to decrease symptom sensitivity may help re- 
duce suffering and disability. 
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APPENDIX 1. Environmental Iliness Symptom Survey 


Directions: Please answer yes or no to each question. 
1. Do you now need to follow any special diet because of 
chemical or food sensitivity? 


2. Do you now take special precautions in your home or’ 
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home furnishings (furniture, drapes, carpets) because 
of chemical sensitivity? 

3. Do you now need to wear particular clothes because of 
chemical sensitivity? 

4. Do you have trouble shopping in stores or eating in 
restaurants because of chemical sensitivity? 
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Effect of Menstrual Cycle Phase and Oral Contraceptive Use 
on Serum Lithium Levels After a Loading Dose 
of Lithium in Normal Women 


Susan Chamberlain, Philip M. Hahn, M.Sc., Peter Casson, M.D., and Robert L. Reid, M.D. 


Serum lithium levels were analyzed in six healthy, 
normal women during the midfollicular, midluteal, 
and premenstrual phases of their menstrual cycles after 
they had received 300 mg of lithium carbonate orally. 
An identical protocol was followed for seven women 
with artificial cycles induced by oral contraceptive ste- 
roids. Analysis of variance for repeated measures over 
time showed no significant differences between groups 
or between cycle phases. Therefore, hormonal effects 
of ovarian or contraceptive steroids per se do not ap- 
pear to alter serum lithium concentrations. Other fac- 
tors may account for changing lithium requirements 
during the menstrual cycle in some patients with affec- 
tive illness. 

(Am J Psychiatry 1990; 147:907—909) 


ince its introduction in 1949, lithium has been 

widely used in psychiatry, primarily for the treat- 
ment of mania and for the long-term maintenance of 
individuals with manic-depressive illness (1, 2). Its ef- 
ficacy in these conditions led several investigators to 
test its value in the treatment of premenstrual syn- 
drome (PMS) (3-5). Although the initial case reports 
suggested beneficial effects of lithium in women with 
PMS, these results could not be confirmed in clinical 
trials (6—8). 

Several groups of authors have suggested that incon- 
sistencies in previous data relating to the therapeutic 
effects of lithium in PMS may have resulted from al- 
terations in the subjects’ lithium metabolism at dif- 
ferent phases of the menstrual cycle (9—11). Three case 
reports (9—11) detailed premenstrual changes in serum 
lithium concentrations despite the maintenance of a 
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fixed intake of lithium under close supervision. Kuko- 
pulos et al. (11) reported a gradual decline in serum 
lithium level and urinary lithium excretion throughout 
the luteal phase, with a dramatic rebound increase in 
both serum and urinary lithium concentrations pre- 
menstrually in successive menstrual cycles, in a woman 
with premenstrual manic-depressive illness. Only by 
modifying the patient's lithium intake at different 
phases of the menstrual cycle were these authors able 
to achieve control of her disorder. 

To date, the influence of changes in reproductive 
hormones during the menstrual cycle on serum lithium 
levels has not been studied in any systematic way. Ac- 
cordingly, the present investigation was designed to 
evaluate the effects of changing hormonal concentra- 
tions on serum lithium levels after an oral loading 
dose, both during the normal menstrual cycle and dur- 
ing the artificial cycle induced by oral contraceptive 
steroids. 


. METHOD 


Six women with regular natural menstrual cycles 
and seven women taking oral contraceptives consented 
to participate in this research trial, which was ap- 
proved by our university's ethics committee. All sub- 
jects were in good general health, with no psychiatric 
or renal disease, and all had regular ovulatory men- 
strual cycles; intercycle intervals ranged from 24 to 34 
days in those not taking oral contraceptives. Each sub- 
ject attended the clinical investigation unit for frequent 
blood sampling throughout the day on three separate 
occasions during her cycle. For the women with spon- 
taneous menstrual cycles, studies were conducted in 
the midfollicular phase, the midluteal phase, and the 
late luteal phase to evaluate the effects of estrogen 
only, high estrogen plus high progesterone, and abrupt 
estrogen and progesterone withdrawal. For the women 
taking oral contraceptives, studies were conducted in 
the first week during which the contraceptive was 
taken, the third week during which it was taken, and 
early in the week of withdrawal bleeding. Again, these 
studies were timed to assess the impact of early expo- 
sure to the combined estrogen/progestin pill, the effects 
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FIGURE 1. Serum Lithium Concentrations Over 24 Hours After a 
300-mg Oral Loading Dose of Lithium Carbonate in Six Women 
During Three Phases of a Spontaneous Menstrual Cycle 
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of maximum exposure to combined estrogen/proges- 
tin, and the effects of withdrawal from high levels of 
estrogen/progestin. The oral contraceptives used by 
these seven women were Triphasil-21 (N=3), Ortho- 
Novum 7/7/7 (N=3), and Ortho-Novum 1/50 (N=1). 

On each study day each patient received a 300-mg 
oral loading dose of lithium carbonate. Blood samples 
were obtained through an indwelling catheter in a 
forearm vein before administration of lithium and then 
every half-hour for 4 hours, hourly for the next 8 
hours, and 24 hours after lithium ingestion. Serum 
lithium levels were determined by flame photometry; 
the lower limit of detection was 0.1 mmol/liter. Data 
were analyzed by analysis of variance (ANOVA) for 
repeated measures with time as the repeated factor and 
patient group and cycle phase as the grouping factors. 


RESULTS 


After the 300-mg loading dose of lithium carbonate, 
serum lithium concentrations rose from the lower limit 
of detection to a maximum of 0.4 mmol/liter 2—3 
hours after ingestion, with a return to baseline between 
12 and 24 hours afterward. For both groups of women 
the curves representing serum lithium concentration 
over time were virtually identical regardless of the 
phase of the natural or oral contraceptive cycle (figures 
1 and 2). While the ANOVA showed a change over 
time within each phase, there were no significant dif- 
ferences between groups or between cycle phases. 


DISCUSSION 


A number of possible mechanisms have been con- 
sidered to explain the altered serum lithium levels ob- 
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FIGURE 2. Serum Lithium Concentrations Over 24 Hours After a 
300-mg Oral Loading Dose of Lithium Carbonate in Seven Women in 
the First and Last Weeks of Oral Contraceptive Use and in the Week 
After Cessation of the Contraceptives 
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served during the menstrual cycle in patients in some 
case reports (9-11). The most obvious would be an 
alteration in ingestion of medication by a patient who 
became noncompliant at times of mania or depression. 
Certainly, alterations in behavior in premenstrual syn- 
drome could be great enough in severe cases to allow 
for this effect. Changes in activity or changes in the 
amount or type of food or fluid ingested could simi- 
larly influence absorption or excretion (12, 13). PMS 
patients report both increased and decreased physical 
activity at various times in the luteal phase, and evi- 
dence has accumulated to confirm anecdotal accounts 
of changes in the quantity and types of food ingested. 
[n particular, increased intake of salty foods could pos- 
sibly alter renal lithium clearance. The thiazide diuret- 
ics frequently prescribed for premenstrual bloating or 
edema are known to enhance proximal tubular reab- 
sorption of lithium (14). Each of these explanations, 
however, was apparently excluded in Kukopulos et 
al.’s study (11) by careful in-hospital monitoring of the 
patient's activity and compliance. 

Hormonally induced alterations in gastrointestinal 
motility are frequently reported by women during the 
luteal phase of the menstrual cycle and have been doc- 
umented (15). Delayed gastrointestinal transit result- 
ing from high progesterone levels could potentially in- 
hibit lithium absorption, while the exaggerated 
gastrointestinal motility in the final days of the cycle, 
when progesterone withdraws, could lead to a reversal 
of this effect. Finally, menstrual cycle-related alter- 
ations in fluid retention might account for changes in 
renal clearance of lithium. Such a mechanism, how- 
ever, would result in rising serum lithium levels while 
urinary lithium concentrations decline. Kukopulos et 
al. (11), however, noted that serum and urinary levels 
changed in a similar direction, which led them to pos- 
tulate that lithium may be sequestered in some third 
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“pharmacokinetic compartment” early in the men- 
strual cycle, only to be released back into the vascular 
compartment just before menstruation. Further studies 
of women ingesting lithium on a chronic basis could 
address the possible influence of menstrual cycle phase 
on lithium metabolism. 

The present study was conducted on normal women 
and not on those suffering from PMS or other manic- 
depressive illness. Accordingly, one cannot exclude the 
possibility that effects specific to PMS or other affective 
illnesses account for menstrual cycle-specific alter- 
ations in serum lithium levels. The present study dem- 
onstrated clearly that hormonal changes associated 
with the normal menstrual cycle and with exogenous 
oral contraceptive steroid administration are not asso- 
ciated with changes in serum lithium levels. Further 
studies of women suffering from PMS or manic-de- 
pressive illness may shed light on this matter. Individ- 
uals with affective illness may show changes in Na‘, 
K*-activated ATPase, which influences distribution of 
lithium ions across cell membranes. Similar changes 
were not observed in normal volunteers, suggesting 
that important differences may exist between healthy 
volunteers and patients in a clinical setting (1). 
Whether Na*, K*-activated ATPase is influenced by 
menstrual cycle phase remains to be determined. 
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Psychiatrists’ Beliefs About Gender-Appropriate Behavior 


Marcia J. Kaplan, M.D., Carolyn Winget, M.A., and Noel Free, M.D. 


Psychiatrists’ beliefs regarding gender-appropriate 
behavior may influence their treatment of patients. 
Psychiatrists of both sexes (men: N=76; women: 
N=57) were asked to characterize optimal mental 
health for hypothetical female and male patients on the 
Bem Sex Role Inventory. The subjects’ ratings for men 
and women were similar with two exceptions: more of 
the female psychiatrists rated masculine traits as opti- 
mal for female patients, and more male psychiatrists 
chose traits characteristic of Bem’s undifferentiated 
category (low levels of both masculine and feminine 
traits) as optimal for both male and female patients. 
The results indicate significant changes in psychiatrists’ 
attitudes toward gender in the past 20 years. 

(Am J Psychiatry 1990; 147:910—912) 


ocietal norms for gender-appropriate behavior 

' have undergone dramatic change in recent decades 
(1). As a discipline concerned with standards of mental 
health and the optimal psychological functioning of 
individuals, psychiatry has been affected by these 
changes. Several authors (2-5) have questioned the re- 
ceptiveness of psychiatrists to patients’ deviation from 
traditional gender roles, particularly when male psy- 
chiatrists treat female patients. With the rebirth of 
feminism. in the 1960s came concern that mental 
health professionals upheld gender stereotypes which 
restricted the psychological growth of female patients 
by attributing externally imposed societal limitations 
to intrapsychic conflicts. 

Twenty years ago, Broverman et al. (6) gave psycho- 
therapists (psychiatrists, psychologists, and social 
workers) a questionnaire designed to measure the so- 
cial desirability of stereotypically male and female 
traits. They compared responses for a hypothetical 
“mature, healthy, socially-competent" man, woman, 
and gender-unspecified adult and found that both male 
and female therapists maintained a double standard of 
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mental health: the qualities judged desirable for the 
man and the gender-unspecified adult were similar to 
each other but not to those for the woman. 

Bem (7) argued that the bipolar scale used in the 
Broverman questionnaire forced a choice between 
masculine and feminine traits and created an artificial 
dichotomy. She suggested that optimal mental health is 
reflected in psychological androgyny, or the coexis- 
tence of masculine and feminine traits which are ex- 
pressed in appropriate situations (e.g., tenderness with 
one’s children and competitiveness with one’s tennis 
opponent). The Bem Sex Role Inventory is a 60-item 
self-administered questionnaire that allows masculine 
and feminine traits to be judged on a 7-point scale. 
Bem defined masculinity and femininity as two com- 
plementary domains of positive traits and behaviors. 
Masculinity focuses on instrumental, competent, as- 
sertive behaviors, and femininity is associated with 
warmth, expressiveness, and concern for others. The 
questionnaire yields both masculinity and femininity 
scores, and the ratio of these scores defines the respond- 
ent as masculine (high masculinity score, low feminin- 
ity score), feminine (high femininity score, low mascu- 
linity score), androgynous (high masculinity score, 
high femininity score), or undifferentiated (low mascu- 
linity score, low femininity score). Thus, the Bem Sex 
Role Inventory yields a more complete picture of the 
individual's perception of gender-appropriate behavior 
and allows for the important distinction between an- 
drogynous and undifferentiated individuals. 

We hypothesized that in the 20 years since the 
Broverman et al. study, changes in societal norms for 
masculinity and femininity have made an impact on 
psychiatrists' attitudes toward gender roles such that a 
double standard for mental health could no longer be 
demonstrated. We further hypothesized that older, 
predominantly male psychiatrists would be more likely 
to maintain traditional attitudes toward gender roles 
than younger practitioners, a group which includes a 
higher proportion of women. 

To avoid the confounding effect of differing educa- 
tional and theoretical backgrounds (8), we sampled 
psychiatrists with relatively uniform training and expe- 
rience who were Board-eligible or -certified and prac- 
ticed in an urban setting. We chose the Bem Sex Role 
Inventory because it seemed likely to give the most 
accurate picture of respondents’ attitudes toward gen- 
der stereotypes. 
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TABLE 1. Sex Role Classifications of Hypothetical Male and Female Patients Based on Male and Female Psychiatrists’ Characterizations 


of Optimal Psychological Functioning* 


Hypothetical Male Patients 


*According to Bem Sex Role Inventory (7). 


Hypothetical Female Patients” 


Male Female Male Female 

Psychiatrists Psychiatrists Psychiatrists Psychiatrists 

Sex Role - (N=40) (N=25) (N=36) (N=32) . 

: Category" N 96 N 96 N 96 N 96 
Feminine 7 18 3 12 4 11 4 13 
Masculine 6 15 4 16 3 8 11 34 
Androgynous 12 30 . 10 40 11 31 10 ` 31 
Undifferentiated 15 37 8 32 18 50 7 22 


>Significant difference between male and female psychiatrists (y7=9.12, df=3, p=0.03). 


METHOD 


The subjects were 152 (100 male and 52 female) 
psychiatrists in clinical practice in the Cincinnati area 
and 48 female psychiatrists in the Dallas area. These 
two areas were chosen because of their fairly similar 
social attitudes. Questionnaires were sent to 100 male 
and 52 female psychiatrists listed in the Cincinnati Yel- 
low Pages. To achieve equal numbers of male and fe- 
male subjects, questionnaires were also sent to 48 fe- 
male psychiatrists in the Dallas area. Each subject 
received an envelope containing the Bem Sex Role In- 
ventory and a cover letter that asked the subject to 
participate in a study of psychiatrists’ attitudes toward 
mental health but did not mention specific interest in 
patient gender. Half of the subjects (50 men and 50 
women) received instructions to characterize the opti- 
mal psychological functioning of a male patient on the 
basis of a brief vignette identifying the patient as “a 
35-year-old employed male in psychotherapy to ex- 
plore difficulties in intimate relationships and work 


satisfaction." The other half received identical instruc- 


tions except that the patient was female. Within the 
male and female therapist groups, the vignettes of male 
and female patients were assigned randomly, without 
knowledge of therapist age. A self-addressed, stamped 
envelope and $1.00 were included to encourage par- 
ticipation. Subjects who did not return the question- 
naire were sent an additional survey and instructions 


. and were subsequently contacted by telephone. The 


subjects were asked to identify themselves only by gen- 
der and age. 


RESULTS 


Of the 200 questionnaires mailed, 133 (6796) were 
returned; the respondents were 76 men and 57 
women. The subjects’ ages ranged from 29 to 75 years; 
the median was 42.5 years. Nine subjects promised to 
return questionnaires when contacted by telephone but 
did not, 18 subjects refused to participate, and 22 sub- 
jects could not be reached by telephone. Eighteen fe- 
male psychiatrists in Dallas never received question- 
naires, and if they are excluded from the sample, the 
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response rates for men and women are roughly equiv- 
alent (7096 for women and 7696 for men). 

The responses were scored according to the instruc- 
tion manual for the Bem inventory. Norms were de- 
rived from our own sample by means of a median split 
on both the masculinity and femininity scale scores. 
On the basis of the ratio of masculine to feminine re- 
sponses, each hypothetical patient rated by a psychia- 
trist was assigned to one of the four categories (mas- 
culine, feminine, androgynous, or undifferentiated). 
Table 1 shows the number of cases for all patient- 
therapist gender combinations in each category. A chi- . 
square distribution showed no significant overall dif- 
ferences among the four groups (x*=12.04, df=9, 
p=0.21). A significant difference emerged when the 
classifications of the female patients were compared; 
34% of the female psychiatrists rated masculine traits 
as optimal for female patients, while only 8% of the 
male psychiatrists did so (x^—9.12, df=3, p=0.03). 
Table 2 contrasts the data for the undifferentiated and 
all other sex role categories. For female patients, over 
twice as many male as female psychiatrists rated un- 
differentiated characteristics as optimal (x =5.85, 
df=1, p=0.02). For the total group of patients, the 
ratings of 43% of the male psychiatrists and 26% of 
the female psychiatrists fell into the undifferentiated 
category (x°=4.17, df=1, p=0.04). A chi-square dis- 
tribution of gender ratings by age of psychiatrist re- 
vealed no effect of age on the ratings. 


DISCUSSION 


The results of this survey confirm our hypothesis 
that attitudes toward gender roles have changed. In 
1970 both male and female therapists rated masculine 
traits, but not feminine traits, as socially desirable and 
synonymous with optimal adult functioning. We 
found no such obvious dichotomy; rather, attitudes 
toward gender now seem to be less stereotyped and 
more complicated. The majority of psychiatrists (68%) 
in our study rated as optimal either androgynous or 
undifferentiated patterns, both of which comprise 
equal. proportions of masculine and feminine charac- 
teristics. Some interesting differences between the male 
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PSYCHIATRISTS’ BELIEFS ABOUT GENDER ROLES 


TABLE 2. Undifferentiated Versus Other Sex Role Classifications 
of Hypothetical Patients Based on Male and Female Psychiatrists’ 
Characterizations of Optimal Psychological Functioning” 


Male Female 
Sex Role Psychiatrists Psychiatrists 
Category" N % N % 
Female patients” 36 100 32 100 
Undifferentiated 18 50 v 22 
All other categories 18 50 25 78 
All patients‘ 76 100 57 100 
Undifferentiated 33 43 15 26 
All other categories 43 57 42 74 


“According to Bem Sex Role Inventory (7). 
5175.85, df=1, p=0.02. 
2-24.17, df=1, p=0.04. 


and female psychiatrists emerged in their ratings of 
female patients. While a third of both groups rated 
androgynous as optimal, female psychiatrists were far 
more likely to choose masculine traits as optimal for 
women and male psychiatrists were more likely to 
choose the undifferentiated pattern as optimal. Signif- 
icantly more male than female psychiatrists defined op- 
timal psychological functioning as falling in the undif- 
ferentiated category for patients of both genders. 

The female psychiatrists’ tendency to rate masculine 
or androgynous traits as optimal may reflect their own 
experience of relying on masculine (instrumental, com- 
petent) rather than feminine (warm, expressive) qual- 
ities to complete the demanding medical education 
process and function in a traditionally male arena. 
Women who hold professional and management posi- 
tions with longer tenure tend to have attitudes similar 
to their male colleagues (9). 

Although the differences were not statistically sig- 
nificant, many more male psychiatrists chose charac- 
teristics associated with the androgynous and undiffer- 
entiated categories than with the feminine and 
masculine categories. The ratio of male psychiatrists 
choosing androgynous/undifferentiated traits to those 
choosing feminine/masculine traits was 2:1 for male 
patients and over 4:1 for female patients. The ratings 
tor both genders by male psychiatrists were most likely 
to fall into the undifferentiated category, with low lev- 
els of both masculine and feminine traits. We speculate 
that while men have been sensitized to the changes in 
perception of gender-appropriate behavior, there is 
some reluctance to ascribe any stereotypic traits to ei- 
ther men or women. This may be in part a defense 
against being labeled ‘“‘chauvinistic,” a pressure less 
likely to be felt by female subjects. We attempted to 
obtain candid opinions by concealing our interest in 
patient gender and maintaining the anonymity of re- 
spondents; nevertheless, some editing of responses to 
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fit a socially acceptable standard may have occurred. 
Even so, we have demonstrated a shift in sensitivity to: 
and attitudes about gender roles on the part of psychi- 
atrists. This shift holds true for therapists and patients 
of both genders but was not striking for female patients. 

We failed to find any correlation between a psychi- 
atrist’s age and the tendency to endorse traditional 
gender stereotypes, although older female psychiatrists 
were more likely to choose masculine qualities for fe- 
male patients. The ages of our oldest and youngest 
respondents indicate the subjects were in training in a 
period spanning nearly 40 years, during which equality 
of the sexes has steadily gained support. This effect 
may be offset by the conservatism of the last decade, 
and younger psychiatrists may not necessarily hold 
more liberal attitudes about gender roles. 

While we did not address the effect of changes in 
attitudes toward gender on the process and outcome of 
psychotherapy, this is an important area for further 
investigation. In 1977, Billingsley (10) found that male 
therapists were more likely to choose feminine (emo- 
tional, expressive) treatment goals and female thera- 
pists chose more masculine (assertive, logical) goals for 
hypothetical patients of either sex. Our results suggest 
that female psychiatrists may encourage masculine 
traits in their female patients while male psychiatrists 
may avoid encouragement of any gender-related be- 
havior. Psychiatrists’ theoretical orientations may af- 


fect their expression of attitudes about gender and 
should be addressed in further study. 
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The Prevalence of Posttraumatic Stress Disorder and Its 
Clinical Significance Among Southeast Asian Refugees 


J. David Kinzie, M.D., James K. Boehnlein, M.D., Paul K. Leung, M.D., 
Laurie J. Moore, M.D., Crystal Riley, M.A., and Debra Smith, M.D. 





All 322 patients at a psychiatric clinic for Indocbi- 
nese refugees were surveyed to determine the presence 
of posttraumatic stress disorder (PTSD). If PTSD was 
not diagnosed at tbe time of initial evaluation, a struc- 
tured reinterview was performed. Seventy percent of 
the patients (N=226) met tbe criteria for a current 
diagnosis of PTSD, and an additional 5% (N—15) met 
the criteria for a past diagnosis. The Mein had the 
highest rate of PTSD (93%) and the Vietnamese the 
lowest (5496). Of the patients with PTSD who were 
enrolled in the clinic before March 1988, 46% (N=87) 
were given a diagnosis of PTSD only after the reinter- 
view. PTSD is a common disorder among Indochinese 
refugees, but the diagnosis is often difficult to make. 

(Am J Psychiatry 1990; 147:913—917) 





he prevalence of posttraumatic stress disorder 
(PISD) among traumatized victims of war or 
other disasters lacked extensive study before 1980. 
However, since then, with the acceptance of DSM-III 
and operational definitions of PTSD, an increasing 
number of studies, particularly of war veterans, have 
been recorded. One study of Vietnam veterans found 
PTSD rates of about 3.5% among nonwounded veter- 
ans and 20% among wounded veterans (1). Other 
studies found PTSD in 40% of wounded Vietnam vet- 
erans (2) and in about 50% of the prisoners of war (3). 
Rates of PTSD after natural disasters have generally 
been lower; for example, PTSD was found in only 
3.3% of women and 0.7% of men after the Mount St. 
Helens volcano eruption in Washington state in 1980 
(4). However, one study after a tornado disaster found 
PTSD in 59% of the affected population (5). By com- 
parison, in a study using epidemiological catchment 
area data, the rate of PTSD in the community popula- 
tion was only 1% (1). 
Data have been slowly accumulating about psychi- 
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atric disorders among refugees, especially those from 
Southeast Asia. Epidemiological survey data by Gong- 
Guy (6), Rumbaut (7), and Lin et al. (8) have shown 
high levels of distress and psychiatric needs. Clinical 
studies of Indochinese refugees have shown that de- 
pression was the most prevalent disorder (9); but 
among the Hmong of Laos there was a high rate of 
undiagnosable psychiatric disorders (10), and no 
PTSD symptoms were reported (11). PTSD was first 
described among Cambodian concentration camp sur- 
vivors (12, 13). Other clinical reports have described 
the effects of trauma on Vietnamese and Laotians (14— 
16). Mollica et al. (17) reported a PTSD prevalence of 
50% among a Southeast Asian patient population of 
multiple ethnic groups. 

In a nonpatient community sample, a PTSD preva- 
lence of 5096 was found among Cambodian adoles- 
cents (18). A similar rate was reported among immi- 
grants from Central America in a study that used a 
self-report survey (19). 

The present report concerns the DSM-III-R diagno- 
sis of PTSD among an entire Indochinese clinic popu- 
lation of 322 patients. 


METHOD 


Since 1978 the Department of Psychiatry at Oregon 
Health Sciences University has operated a program for 
Southeast Asian refugee patients. During this time, the 
Indochinese psychiatric program has evaluated over 
700 patients and currently has about 320 in treatment. 
The clinic medical staff includes four faculty psychia- 
trists and one senior resident, in addition to three 
Southeast Asian mental health counselors and four 
counselor trainees. The clinic staff has attempted to 
provide a medically oriented, culturally acceptable 
treatment for Indochinese refugees (9, 20). The major 
psychiatric effects of massive trauma, some psychotic 
reactions, psychotherapeutic approaches including 
group therapy, and drug therapy among Cambodian 
patients in our clinic have been described elsewhere 
(21-26). 

In March 1988 we turned our attention to determin- 
ing the prevalence of PTSD among the entire Indochi- 
nese clinic population, not just the Cambodians. Our 
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PTSD AMONG SOUTHEAST ASIAN REFUGEES 


TABLE 1. Current and Past Diagnoses of PTSD in a Cllnic Population of Southeast Asian Refugees 








Vietnamese Cambodian Laotian Mien 
Teel 2A. Toe cee feel oes dg => 
Patient Group N N % N N Ho N N 7o N N 76 
Admitted before March 
1988 (N=243)* 92 53 58 91 84 92 20 13 65 40 38 95 
Original interview — 13 — — 82 — — 4 — a 2 — 
Reinterview — 40 — — 2 — — 9 — ~~ 36 — 
With DSM-III-R checklist 
Patients admitted after 
March 1, 1988 
(N«79)* 35 16 46 19 17 89 11 8 73 14 12 86 
Total 127 69 54 110 101 92 31 21 68 $4 50 93 


"In March 1988 the clinic began giving each new patient a thorough PTSD evaluation at the time of original assessment. 


prior impression was that PISD was uncommon 
among the Vietnamese, Laotian, and Mien (Laotian 
hill people) patients in the clinic, since it was rarely 
diagnosed. To détermine its prevalence, all psychia- 
trists in the clinic were asked to systematically reinter- 
view their patients with respect to severe or unusual 
trauma and subsequent symptoms; the psychiatrists 
used a DSM-III-R checklist that optimized interrater 
reliability and the specificity of the PTSD diagnosis. In 
addition, the onset of the symptoms and the subse- 
quent course were determined. All psychiatrists, with 
the exception of the senior resident, had worked with 
Indochinese refugees for at least 4 years; the three sen- 
ior counselors had worked with them for at least 10 
years, and the junior counselors, for at least 2 years. 

Analysis of the reinterview data allowed a current or 
past diagnosis of PTSD, and the data permitted a fuller 
description of the trauma among the refugees and the 
duration of its effects. It also showed a breakdown of 
the trauma by ethnic group. By comparing the diag- 
noses of all the established patients in the clinic before 
March 1988 with patients’ diagnoses based on the new 
evaluation, we could determine if only those with 
PTSD stayed as patients or if PTSD was equally prev- 
alent among all patients. 


RESULTS 


Demographic data revealed that the majority of all 
patients in all groups were women (6696, N-—213). 
The Mien were the oldest group (average age=54 
years), but the entire population tended to be middle- 
aged. All groups had arrived in the United States, on 
the average, in 1982 and had been patients in the clinic 
for 2 to 4 years; these data indicate the chronic nature 
of the symptoms. Depression was the most common 
non-PTSD diagnosis (8196, N=262); about 16% (N= 
52) had schizophrenia. Antisocial and alcohol abuse 
disorders were very uncommon diagnoses in the clinic 
population. 

Our Vietnamese clinic patients included some indi- 
viduals who had come to the United States soon after 
the collapse of Vietnam in 1975, but most patients had 
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escaped as boat people in the late 1970s. Almost all of 
the Cambodians had lived in their homeland during 
the terrible Pol Pot years of 1975—1979, when there 
was widespread destruction of the culture and mass 
killing and death. The educational level of this group 
was low because of the singling out of leaders, teach- 
ers, businessmen, Buddhist monks, and intellectuals 
for execution. The Laotians represented a diversity of 
educational and social backgrounds. Most had gone to 
Thailand early after the fall of Laos and tended to have 
relatively fewer traumas related to war or their escape. 
The Mien, a highland tribe from Laos, originated as a 
minority group in China in the thirteenth century. 
Very few had a formal education, and most had little 
prior experience with Western culture and technology. 
Their homeland was the location of constant but usu- 
ally unreported fighting among the various Laotian 
factions and North Vietnamese. Their escape to Thai- 
land usually had been very difficult. At one time 
Hmong tribesmen and their families had been more 
common in Oregon and as patients in the clinic, but 
because of out-of-state migration, very few remained. 

Table 1 presents the current and past prevalence of 
PTSD for each of the ethnic groups in the clinic, in- 
cluding the prevalence among patients admitted after 
March 1988. The latter patients underwent a thorough 
evaluation for PTSD at the time of the original clinical 
assessment. Fifteen patients had a past diagnosis of 
PTSD but had improved to the point of no longer 
meeting the criteria. In other words, of the 241 pa- 
tients who met the criteria for a lifetime diagnosis of 
PTSD, 94% (N=226) still met the criteria. 

We compared patients with and without PTSD in 
the Vietnamese and Laotian groups. No such compar- 
ison is meaningful for the Cambodian and Mien 
groups because over 90% had PTSD. In both the Viet- 
namese and Laotian groups, women predominated 
among the PTSD patients, and all PTSD patients 
tended to be older than those without PTSD. PTSD 
was clearly highly associated with depression and was 
infrequent arnong those with schizophrenia. 

The types of trauma endured by the refugée patients 
are shown in table 2. The trauma endured by the ref- 
ugee patients stemmed from their experiences as Pol 
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TABLE 2. Types of Trauma Experienced by 241 Southeast Asian Refugees With PTSD? 


Total 

Trauma Vietnamese Cambodian Laotian Mien N % 
Pol Pot concentration camp 0 101 0 0 101 36 
War-related trauma 

Civilian 38 0 9 25 72 26 

Combat 10 0 1 1 12 4 

Imprisonment 0 0 2 E. 4 1 
Traumatic escape 22 0 4 29 55 20 
Trauma unrelated to war 17 0 11 7 35> 13 
Total 87 101 FA 64 279° 100 


“Thirty-six patients experienced two or more types of trauma. 
even instances occurred in the United States. 


Pot concentration camp internees (all Cambodians), 
war-related experiences either in combat or as civilians 
(Vietnamese, Laotian, and Mien), difficulties encoun- 
tered during the escape from war zones to refugee 
camps (Vietnamese, Laotian, and Mien), and trauma 
not related to war (before their arrival in the United 
States and sometimes preceding war, in addition to 
trauma after their arrival in this country) (Vietnamese, 
Laotian, and Mien). 

The Pol Pot trauma occurred during the 4 years of 
the reign of terror in Cambodia. Separation of families, 
threats to life, forced labor, beatings, starvation, and 
the witnessing of deaths were common experiences of 
refugees. 

War-related traumas included bombings of villages 
and homes, witnessing deaths of family members, re- 
covering the bodies of family members during the 
fighting, being direct targets of the soldiers of either 
side, with threats and the confiscation of property. 
Most of the patients in this group had experienced 
several of the types of traumas involved. Also included 
were 12 soldiers who had been in combat in Indochina 
and several who had been imprisoned under barbaric 
conditions after the fall of Vietnam. 

Among our patients it was primarily the Vietnamese 
boat people who had suffered multiple traumas during 
the escape from Vietnam. They were shot at and en- 
dured terrible treatment by pirates on the high seas or 
by the militia of other countries. Brutal robberies, 
rapes, murder, starvation, and even cannibalism were 
described. The Mien also suffered terribly during their 
escape, when they were the target of both local militia 
and armies. 

Trauma not specifically related to war included rob- 
beries by gangs in Vietnam, severe and prolonged 
physical abuse of women by their husbands or employ- 
ers, and, occasionally, rapes. A few described the 
source of their symptoms as trauma endured since 
their arrival in the United States. 


DISCUSSION 


Our most striking finding was the high rate of PTSD 
among all Indochinese refugee patients in the clinic. To 
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our knowledge, these rates are the highest reported in 
the literature for any group—even higher than those 
found in prisoners of war (3) and in our own commu- 
nity studies of Cambodian adolescents (18). These 
high rates were found not only among adult Cambo- 
dians in the clinic (which we had known before this 
study) but also, unexpectedly, among the Mien, the 
Vietnamese, and the Laotians (see table 1). 

Because these high rates were unexpected and were 
found as the result of intensive interviewing to estab- 
lish the diagnosis, we reexamined the diagnostic pro- 
cess and the cross-cultural diagnosis of PTSD. The psy- 
chiatrists in our clinic had all worked with Indochinese 
patients for many years, taking histories of trauma. 
Nevertheless, about half of the diagnoses were made 
only after the reinterview of the established patients, 
all of whom had been in treatment for 2 to 4 years. 

The evaluation of traumatic events is often difficult 
to make because the victims may not report these 
events spontaneously, despite their clinical relevance 
(17, 27). In a cross-cultural setting it is sometimes dif- 
ficult to do thorough evaluations because shame, loss 
of face, and psychic numbing add complexities to the 
task. Therefore, our systematic evaluation of trauma be- 
came necessary and gave us some surprising findings. 

We realized that in previous interviews, the patients 
had often minimized or completely ignored their past 
trauma, possibly because of shame or guilt (especially 
in rape cases), or more likely because they felt uncom- 
fortable about discussing difficult life events with an 
American psychiatrist. 

For many patients, the continual experience of living 
in a war zone over several generations, together with 
cultural and religious belief systems that contributed to 
a rather fatalistic view of traumatic life events, may 
also have led to the underreporting of symptoms. The 
disabling symptoms may not have been viewed by pa- 
tients as a problem" but merely as additional incon- 
veniences in an already difficult life. Our patients’ sto- 
icism and minimal outward emotional expression 
contributed to the underdiagnosis. However, factors 
involved in the psychiatrist’s style of interviewing 
could also account for the difficulty in making an ac- 
curate diagnosis. One factor may have been simply not 
asking about the trauma that the patients had endured. 
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As is clear from our data, many different types of 
trauma had occurred in the lives of the refugees. By not 
asking specifically about war or escape-related events 
or everyday trauma, the examiner could easily miss 
significant life experiences. Second, the psychiatrists 
may have become too accustomed to reports of mas- 
sive trauma, such as that experienced by the Cambo- 
dians; this might (in fact, did) cause them to downplay 
the truly severe trauma of other refugee groups. 

Third, the process of the doctor-patient relationship 
in a cross-cultural situation may be a factor. All of our 
clinicians take an unhurried, unobtrusive clinical ap- 
proach to diagnosis and treatment, as that is the ex- 
pected process of all interpersonal relationships in 
Southeast Asian cultures. Moreover, trauma patients, 
regardless of culture, are particularly sensitive to the 
clinician’s probing of emotions and affects that they 
would prefer to avoid discussing. Therefore, a cau- 
tious, tentative, clinical and interpersonal style may 
inadvertently miss important diagnostic information. 

A final reason for missing a diagnosis was that key 
symptoms were not obvious, and patients themselves 
virtually never spontaneously reported them. Almost 
all had major depressive symptoms, but their voiced 
complaints were usually somatic: headaches, stomach- 
aches, and poor sleep. A sensitive interview usually 
revealed depressive symptoms and a depressed mood; 
this was followed by a diagnosis of major affective 
disorder, after which diagnostic procedures were pre- 
maturely discontinued. Without a reported history of 
trauma, the symptoms of PTSD were often never un- 
covered, Clearly, sensitive interviewing by a psychia- 
trist experienced in both trauma and the treatment 
of refugees is necessary to make these major clinical 
diagnoses. 

A second major finding was the overwhelming vari- 
ety of traumas suffered by each ethnic group of In- 
dochinese patients. The terrible events of the Pol Pot 
regime are well-documented. Clearly, PTSD should be 
a major diagnostic consideration among all Cambo- 
dian patients. The Vietnamese represent a more varied 
group. Despite the long and bitter military conflict in 
Vietnam and the well-known effects of the war on 
American combatants, there is little written of the ef- 
fects on the civilian population. During almost 40 
years of warfare, many, if not most, of the civilians 
were involved in its bloody and destructive effects. 
These effects seemed to be isolated incidents, but they 
left long-lasting impressions. The refugees’ descrip- 
tions of recovering family member’s bodies on the bat- 
tlefield, of having houses blown apart with relatives 
still inside, of being held at gunpoint by Communists 
while their belongings were confiscated, and of fathers 
and brothers being marched off to unknown destina- 
tions clearly are graphic examples of severe trauma. 
Even more distressing, perhaps, because of total help- 
lessness, were the brutal attacks by pirates on the ref- 
ugee boat people. Surprising among the Vietnamese 
were the high number of reports of trauma unrelated 
to war, particularly of severe wife abuse. These inci- 
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dents were often seen in arranged marriages that were 
established without love and lived without the possi- 
bility of separation or divorce. 

The problems of the Mien were revealing and trou- 
bling. These Laotian tribespeople had often endured 
heavy fighting in their homelands and experienced 
threats from many sides, loss of life, frequent moves, 
and major disruption of their culture and economy. In 
addition, many patients had lost family members dur- 
ing the bloody escape to a safe environment. Unsophis- 
ticated about Western ways, they often were unclear in 
presenting their symptoms and were suspicious of 
Western medicine. 

Among the Mein, symptoms of PTSD and depres- | 
sion are most frequently understood within an animist 
and supernatural belief system, so the concept of a 
Western physician being able to ameliorate these 
symptoms was initially foreign to them. Because so 
little information is available to Westerners about the 
cultural, military, and political events in the lives of the 
Mien, we have little knowledge of them. Diagnoses 
and treatment were very difficult, and an apparent un- 
responsiveness at the first interview often prevented us 
from taking a thorough history. Our lack of knowl- 
edge about the trauma also prevented us from clearly 
seeing the catastrophic stress. Of the 31 Laotian pa- 
tients, 11 described a significant nonwar or escape- 
related trauma. 

A significant clinical finding was the chronicity of 
the symptoms of PTSD. Most patients’ trauma had 
occurred 10 to 15 years before the current study. How- 
ever, only a few patients (6%) had recovered, i.e., had 
a past diagnosis, but no longer met the criteria for 
PTSD. Most patients continued to have symptoms, 
and those with a current diagnosis of PTSD reported 
no decrease in symptoms. Indeed, many patients had 
recently reported an increase in symptoms related to 
stressors experienced in the United States. These in- 
cluded accidents observed or experienced, exposure to 
crime, anniversary reactions, and a normal life change 
(children leaving home). We have previously reported 
on the chronic and sometimes episodic nature of PTSD 
in refugees (21, 28). 

At first we thought that the chronic symptoms 
among patients led to the high prevalence of PTSD 
among the clinic population. That is, those with PTSD 
stayed as patients and those without PTSD improved 
and were discharged. However, the proportion of pa- 
tients with PTSD was about the same in the groups 
admitted after and before March 1988 (67% versus 
77%). It appeared that PTSD was very common among 
the Indochinese patients, both new and established. 

Our data show demographic correlations in regard 
to the prevalence of PTSD in the Vietnamese and Lao- 
tian groups. Advanced age, female gender, and the di- 
agnosis of depression correlated with a higher preva- 
lence of the disorder in these groups. Further studies 
are needed to determine if these factors influence the 
development of PTSD. 

The diagnosis of PTSD has important clinical impli- 
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cations. It helps the clinician understand and empa- 
thize with the patient’s life and problems. It can unify 
an often confusing and changing symptom pattern 
characterized by affective instability and marked reac- 
tivity to minimal stress. For the patients, a review of 
the traumatic life experiences can help them under- 
stand their losses and reactions. Their responses can be 
placed in the context of a normal reaction to abnormal 
situations, They can move out of the “crazy patient" 
role into a survivor role, even if an impaired one. This 
is particularly important in Asian cultures, which place 
a great stigma on mental illness. 

The diagnosis results in a change in therapy. Unlike 
depression, which would be expected to improve after 
treatment, PISD among refugees is a chronic disorder. 
Clinicians must plan for long-term treatment, with a 
slow response and frequent setbacks during times of 
stress. This understanding removes many pressures for 
a rapid cure, which in itself may provoke further PTSD 
symptoms. It also removes the threat of abandonment, 
which may occur in short-term therapies. 

The use of a combination of tricyclic antidepressants 
and clonidine has been helpful in reducing intrusive 
symptoms as well as depressive ones (26). After the 
diagnosis of PTSD was made among patients in our 
clinic, clonidine was added to their treatment. Almost 
universally, the patients reported a reduction in night- 
mares, irritability, and startle responses. It is difficult 
to separate these effects from those associated with a 
change in the focus of psychotherapy, but the addition 
of clonidine to an antidepressant is a potentially useful 
approach in treating this difficult problem. 

Studying the prevalence of PTSD in a clinical popu- 
lation does not answer the questions about its preva- 
lence in the community sample at large, i.e., among all 
refugees. It is probable that those with severe symp- 
toms or impairment have become patients. Clearly, 
further epidemiological studies among refugees are in- 
dicated, including PTSD as a diagnostic consideration 
and the development of appropriate techniques to 
make this difficult diagnosis in cross-cultural groups. 

More and more, the traumas of Indochinese wars 
are becoming clear. Americans have slowly adjusted to 
the Vietnam war veteran and his or her problems. 
Now the civilian victims of that conflict are becoming 
evident as traumatized refugees. The Indochinese ref- 
ugees have problems due not only to loss, displace- 
ment, and refugee status, but also to the effects of hor- 
rible, man-made traumas. 
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Identifying Criteria for Narcissistic Personality Disorder 


Elsa Ronningstam, Ph.D., and John Gunderson, M.D. 


Tbe autbors report an exploratory effort to identify 
useful criteria for narcissistic personality disorder. 
They used the semistructured Diagnostic Interview for 
Narcissism to assess 24 narcissistic patients and 58 
others on 33 characteristics imputed to pathological 
narcissism. The following characteristics were signifi- 
cantly more common among tbe patients with narcis- 
sistic personality disorder: a sense of superiority, a 
sense of uniqueness, exaggeration of talents, boastful 
and pretentious behavior, grandiose fantasies, self-cen- 
tered and self-referential behavior, need for attention 
and admiration, arrogant and haughty behavior, and 
high achievement. The results provide an empirical ba- 
sis for developing an improved set of criteria for nar- 
cissistic personality disorder. 

(Am J Psychiatry 1990; 147:918—922) 


A n empirical database was used in establishing 
some of the DSM-III and DSM-III-R axis II cat- 
egories, such as the antisocial, borderline, and schizo- 
typal personality disorders. For many other categories, 
however, few or no empirical studies were available to 
inform the selection of criteria. This was true for nar- 
cissistic personality disorder (1-3), and the criteria de- 
lineating this diagnostic category have not yet been 
empirically evaluated. 

Our goal is to establish whether a discrete group of 
characteristics can reflect the clinical use of the narcis- 
sistic personality disorder diagnosis, and, if so, what 
relation these characteristics have to the set of DSM- 
III-R criteria. To do this we have developed a semi- 
structured interview to assess the characteristics im- 
puted to pathological narcissism in the literature and 
in our own clinical experience (4—6). In a prior report 
(7) we examined narcissistic traits in psychiatric patients. 
The present exploratory study investigated patients given 
the diagnosis of narcissistic personality disorder. 


Received April 21, 1989; revisions received Oct. 26 and Dec. 6, 
1989; accepted Jan. 11, 1990. From the Psychosocial Research Pro- 
gram, McLean Hospital. Address reprint requests to Dr. Gunderson, 
McLean Hospital, 115 Mill St., Belour MA 02178. 

Supported in part by grants from the Swedish Institute and Wal- 
lenberg Jubilee Foundation, Stockholm, and from the Psychosocial 
Research Program, McLean Hospital. 

The authors thank René Roy, M.D., and David Clinton, M.Ap- 
pl.Sc., for their assistance. 

Copyright € 1990 American Psychiatric Association. 


918 


Most conceptually and descriptively difficult ques- 
tions about the differential diagnosis of narcissistic 
personality involve borderline and antisocial personal- 
ities (8—14). In order to ascertain the best and most 
clinically useful criteria for narcissistic personality dis- 
order, we chose a comparison group that included 
both patients with these “near-neighbor” conditions 
and patients with nonrelated psychiatric disturbances. 
We discuss the results from this study with respect to 
their implications for existing clinical and conceptual 
descriptions of pathological narcissism and for the 
DSM criteria. 


METHOD 


The subjects of the study were 82 patients who gave 
written informed consent and met the selection crite- 
ria: 1) they were 17—45 years of age, 2) they were 
capable of participating in a diagnostic interview, 3) 
they had no known organic impairment, and 4) they 
had official clinical diagnoses in any of the following 
categories. 

1. Narcissistic personality disorder (N24). To ob- 
tain narcissistic personality disorder patients who rep- 
resented a reasonably prototypic sample, otherwise 
suitable patients were excluded if they had complicat- 
ing axis I diagnoses, e.g., major psychosis or concur- 
rent substance abuse. 

2. Other “dramatic” cluster personality disorders, 
namely, borderline and antisocial (N=36). These di- 
agnoses were confirmed by standardized interviews: 
the Diagnostic Interview for Borderline Patients (15) 
for the former and the Structured Clinical Interview 
for DSM-III-R Personality Disorders (16) for the latter. 
Both interviews were conducted by trained, reliable 
interviewers. l 

3. Other psychiatric diagnoses (excluding the dra- 
matic cluster type of personality disorder) (N=22). 
These diagnoses included (axis I) major depression (N= 
7), bipolar disorder (N=4), dysthymia (N=1), schizo- 
phrenia (N=3), schizoaffective disorder (N=1), ad- 
justment disorder (N=2), anorexia nervosa (N=1), 
and (axis II) mixed, atypical, and “anxious” cluster 
personality disorders (N=3). 

The official clinical diagnoses were established after 
4-8 weeks of observation and were based on input 
from multiple sources. For inpatients the input was 
from administrative psychiatrists, psychotherapists, nurs- 
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ing staff, and psychological and neurological testing. 
For outpatients the period of observation was usually 
much longer, and for them also, confirmatory second 
clinical diagnostic assessment by another professional 
was required for inclusion in our samples. This ap- 
proach follows the “LEAD” (Longitudinal/Expert/All 
Data) standard (17). 

We had learned from previous studies (7, 18) that an 
adequate sample of patients with diagnoses of narcis- 
sistic personality disorder.or antisocial personality dis- 
order was not readily obtained from the accessible 
clinical services at our hospital. This was confirmed 
when we initiated this project by interviewing 45 suit- 
able and consenting patients from the hospital’s inpa- 
tierit and outpatient services. An additional 19 patients 
were then recruited by sending a memo to hospital 
staff members that specifically encouraged them to 
screen their practices for suitable patients and to gain 
permission for us to approach them. We also recruited 
18 English-speaking patients from a correctional treat- 
ment. institution who had had extensive psychiatric 
evaluations. 

Each subject was given the Diagnostic Interview for 
Narcissism (5, 6), which consists of 33 statements 
about characteristics, nine of which overlap with those 
in DSM-III-R. These statements are grouped into five 
sections: 1) grandiosity, 2) interpersonal relations, 3) 
reactiveness 4) mood states, and 5) social/moral ad- 
aptation. The internal consistency for the entire inter- 
view is good (alpha=0.81), and the interrater reliability 
is also acceptable for the statements (mean weighted 
kappa=0.68), the section scores (intraclass R=0.74— 
0.96, N=18, p<0.0001), and the total score (intraclass 
R=0.88). The diagnostic groups were compared on de- 
mographic information by using the chi-square test. The 
33 statements in the Diagnostic Interview for Narcissism 
were the dependent variables, and group membership 
was the independent variable. We used two-tailed t tests 
to compare the Diagnostic Interview for Narcissism 
scores of the narcissistic personality group to those of all 
other patients. Levels of significance were adjusted with 
the Bonferroni correction (19, 20). 


RESULTS 


The narcissistic patients tended to be functioning 
better vocationally (see table 1), and a significantly 
smaller proportion of them came from an inpatient 
treatment setting than did the other patients (table 1). 
The sex distribution was not significantly different in 
the two groups, but narcissistic personality disorder 
seemed to be more common arhong the male patients. 

Nine statements on the Diagnostic Interview for 
Narcissism were significantly more frequently used to 
characterize the narcissistic personality disorder sam- 
ple than all the other patients (seé table 2). The nar- 
cissistic patients’ most distinctive characteristics were 
related to section 1, grandiosity, of the interview. From 
this section, the narcissistic personality disorder pa- 
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TABLE 1. Demographic Data on Patients With Narcissistic Per- 
sonality Disorder and Patients With Other Psychiatric Diagnoses 





Patients Vith 
Narcissistic Ali 
Personality Other Chi-Square 
Disorder Patients Analysis 
(N24) (N=58) P 
Characteristic N Yo N % (df=1) p. 
Inpatient 11 46 49 84 12.92 0.001 
Male 17 71 36 62 0.50 ns. 
Employed/ 
student 20 83 31 53 6.45 0.05 


y 


+ 


tients were found to be more apt to exaggerate unre- 
alistically their talents and achievements and to be 
more preoccupied with grandiose fantasies. They were 
found to have a more unrealistic sense of uniqueness 
and of superiority, to behave self-centeredly or self- 
referentially, and to be more boastful or pretentious. 
Section 2, interpersonal relations, contained the next 
best differentiating criteria. The narcissistic patients 
were more in need of attention and admiration, and 
they behaved in more arrogant and/or haughty ways. 
In section 5, social/moral adaptation, one statement, 
about high achievement, was highly discriminating; 
the narcissistic personality disorder sample had signifi- 
cantly higher achievernent. The sections related to 
mood states and reactiveness contained no distinguish- 
ing characteristics. 

These comparisons highlight the characteristics that 
are the best overall differentiating criteria for identify- 
ing patients with narcissistic, personality disorder. The 
following description of each of these nine character- 
istics presents clinical nuances, derived from the series 
of probes in the Diagnostic Interview for Narcissism, 
that contribute to the judgment and scoring of each 
statement.:  . 

1. Superiority. Typically, persons with diagnoses of 
narcissistic personality have a sustained unrealistic 
view of themselves as better than other people, which 
causes them to view other people with disdain, as dif- 
ferent from themselves, and as inferior. 

2. Uniqueness: This refers to a sense of self as 
unique compared to other people and/or to a belief 
that few other people have much in common with one- 
self. This 1s often apparent in patients' feeling misun- 
derstood (because their problems are so unusual) and 
believing that only someone very special might under- 
stand them. 

3. Exaggeration of talents. Although they are gen- 
erally capable of high, sustained achievement, narcis- 
sistic patients tend to exaggerate their talents, apti- 
tudes, or achievements in unrealistic ways. 

4. Boastful or pretentious bebavior. The most dis- 
tinguishing observable behavior of narcissistic patients 
is their tendency to brag and behave ostentatiously (on 
the boundary of “showing off"), assuming the interest 
and naiveté of the interviewer. 

5. Grandiose fantasies. Fantasies of unlimited suc- 
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TABLE 2. Scores of Patients With Narcissistic Personality Disorder and Patients With Other Psychiatric Diagnoses on the Diagnostic In- 





terview for Narclssism 
Score 
Patients With Nar- 
cissistic Personality All Other Patients 
Disorder (N=24) (N=58) t Test (two-tailed) 
Characteristic Mean SD Mean SD t (df=80) p° 
Section 1: grandiosity 
1. Exaggeration of talents” 1.13 0.61 0.43 0.62 4.60 0.001 
2, Invulnerability 1.04 0.62 0.62 0.72 2.50 0.02 
3. Grandiose fantasies” 1.75 0.53 1.00 0.81 3.77 0.001 
4, Not needing others 0.58 0.72 0.53 0.80 0.26 0.80 
5. Uniqueness 1:25 0.61 0.50 0.54 5.53 0.001 
6. Superiority 1.46 0.59 0.40 0.62 7.16 0.001 
7. Self-centered/self-referential behavior 17$ 0.44 1.12 0.88 3.32 0.001 
8. Boastful/pretentious behavior 1.50 0.72 0.62. 0.77 4.80 0.001 
Section 2: interpersonal relations 
9. Need for attention/admiration? 1.83 0.38 1.33 0.71 3.29 0.001 
10. Idealization 1.67 0.48 1.53 0.57 1.00 0.32 
11. Devaluation/contempt 1.67 0.48 1.48 0.68 1.20 0.23 
12. Envy? 1.29 0.62. 1.19 0.74 0.60 0.56 
13. Entitlement” 1.46 0.78 0.95 0.74 2.81 0.006 
14. Arrogant/haughty behavior 0.88 0.80 0.29 0.62 3.54 0.001 
15. Exploitiveness 1.00 0.93 0.88 0.82 0.58 0.56 
16. Lack of empathy? 0.96 0.69 1.05 0.69 ~0.56 0.58 
17. Lack of commitment to anyone 1.00 0.83 0.98 0.81 0.09 0.93 
Section 3: reactiveness 
18. Hypersensitivity 1.58 0.65 1.64 0.58 —0.37 0.71 
19. Reactions to criticism/defeat^ 1.67 0.57 1.62 0.62 0.31 0.75 
20. Suicidal/self-destructive reactions 0.71 0.86 0.72 0.89 ~0.07 0.94 
21. Aggressive reactions 1.21 0.83 1.14 0.89 0.33 0.74 
22, Reaction to others’ envy BI 0.82 0.60 0.86 2.74 0.007 
Section 4: mood states 
23. Emptiness 1.29 0.86 1.59 0.75 ~1.55 0,13 
24. Boredom 1.33 0.87 1.50 0.78 —0.85 0.40 
25. Meaninglessness 1.17 0.96 1.14 0.96 0.12 0.90 
26. Futility 1.21 0.98 1.21 0.93 0.01 0.10 
27. Badness* 0.91 0.93 ~0.95 0.84 0.21 0.84 
Section 5: social/moral adaptation 
28. High achievement 1.83 0.48 0.90 0.83 5.16 0.001 
29. Superficial values 0.79 0.78 0.88 0.75 —0.48 0.64 
30. Disregard for values/rules 1.54 0.72 1.10 0.85 2.21 0.03 
31. One or a few crimes 0.54 0.88 0.19 0.55 2.20 0.03 
32. Antisocial pattern“ —0.50 0.72 —0.72 0.97 1.02 0.31 
33. Perversions/promiscuity : 0.87 0.90 0.88 0.86 ~0.02 0.98 


With the Bonferroni correction, p<0.002 is significant. 
PDSM-III-R criterion for narcissistic personality disorder. 


“Presence of characteristic is scored negatively against the diagnosis of narcissistic personality disorder. 


cess, power, beauty, wealth, or ideal love often occupy 
narcissistic patients and serve as a complement to their 
grandiose sense of themselves. 

6. Self-centered and self-referential behavior. Nar- 
cissistic patients are observably self-preoccupied, and 
they are prone to assign personal meanings to (i.e., 
they personalize) events that are, in fact, independent 
and unrelated to them. Associated with this is their 
lack of interest in the personal opinions and reactions 
of others. 

7. Need for attention and admiration. Narcissistic 
patients consider admiring attention from others very 
important. They report that they work hard to get it, 
although they do not believe that they have unrealistic 
expectations about receiving it. 

8. Arrogant and haughty behavior. This character- 
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istic reflects snobbish, supercilious, patronizing behav- 
ior in relation to other people. 

9. High achievement, Narcissistic patients often 
have sustained periods of successful academic, employ- 
ment, or creative achievement. This is frequently a jus- 
tification for their sense of superiority. It is also a rea- 
son why they are more apt to appear in private practice 
settings than in either institutions or clinics. This char- 
acteristic is not useful as a criterion for pathological nar- 
cissism but can be useful for demographic differentiation. 


DISCUSSION 


This study showed that it is possible to distinguish 
patients with narcissistic personality disorder from a 
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mixed group of patients with related personality dis- 
orders and other psychiatric disturbances. This fact 
provides tentative descriptive validity for the use of 
this personality type as a separate diagnostic category. 

Aspects of the study's design and sample need to be 
highlighted to put the findings in perspective. The care 
taken to ensure that our narcissistic patients were rea- 
sonably close to prototypic was one reason that it 
proved difficult to find a sufficient number of suitable 
narcissistic patients. However, this complication means 
that replication of the study with other samples is es- 
pecially important. The difficulty in obtaining such a 
sample also means that replication is likely to be espe- 
cially complicated and illustrates why, despite the 
broad and often intense interest in pathological narcis- 
sism, there has been so little research on patients with 
this diagnosis. Despite the complicated problems of 
obtaining a sample, the skewed demographic features 
(i.e., the narcissistic personality disorder group was 
mainly male, better functioning, and from outpatient 
psychiatric settings) are consonant with prior impres- 
sions (11, 21), and thus we suspect that our sample 
reflects generalizable patterns. Nevertheless, some find- 
ings, such as higher achievement in the narcissistic per- 
sonality disorder sample, may be attributable to biases 
inherent in the sampling process. 

A limitation of our study is that the investigators’ 
ratings may have been biased by knowledge of the 
patients’ clinical diagnoses before they were assessed 
with the Diagnostic Interview for Narcissism. Al- 
though blindness to diagnosis would have been pref- 
erable, we doubt that it could have greatly affected our 
results. We undertook this project without strong pre- 
conceptions, and our results sometimes failed to con- 
firm the expectations we did have. 

Qur results must also be understood with consider- 
ation for the particular comparison sample. The results 
were deliberately biased by the high prevalence of pa- 
tients with dramatic cluster personality disorders in the 
comparison group. A similar study that used only 
schizophrenic or depressed patients would probably 
highlight somewhat different features. It is our impres- 
sion, however, that because the comparison group in- 
cluded many patients with related types of psycho- 
pathology, the distinguishing characteristics which 
emerged probably highlight features of narcissistic per- 
sonality disorder that can help clinicians with particu- 
larly vexing problems in differential diagnosis. Including 
patients with near-neighbor diagnoses also highlighted 
and gave diagnostic weight to features with greater spec- 
ificity for this disorder ratber than to features that are just 
prevalent (i.e., highly sensitive). Future work could prof- 
itably use a histrionic personality disorder comparison 
group. 

The emphasis on the differentiating power of the 
characteristics helps explain some notable negative re- 
sults. Some of the widely cited characteristics imputed 
to narcissistic patients in the literature were not par- 
ticularly useful in differentiating the patients with nar- 
cissistic personality disorder in this study. In accor- 
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dance with Kernberg's description (9), the patients 
with narcissistic personality disorder were aggressive, 
exploitive, and envious, but these features did not dis- 
tinguish them from the other psychiatric patients in 
our study. Similarly, Kohut’s characterization (22, 23) 
of narcissistic patients as hypersensitive, showing in- 
tense reactions to criticism, and idealizing and deval- 
uing others was borne out in our narcissistic sample, 
but these features were also common in the other pa- 
tients and thus were not discriminating. These obser- 
vations suggest that Kernberg’s and Kohut’s use of the 
narcissistic designation embraces a broader population 
than our sample reflects. 

The most outstanding characteristic of the patients 
with narcissistic personality disorder was their grandi- 
osity (i.e., belief in their uniqueness and superiority, 
combined with an unrealistic overvaluation of their 
own abilities, and grandiose fantasies). This is congru- 
ent with most descriptions of narcissistic personality 
disorder in the clinical literature (8, 9, 11, 21, 23, 24). 
The emergence of so many of the significantly differ- 
entiating characteristics from the grandiosity section of 
the interview suggests that this domain may define a 
necessary and central aspect of narcissistic pathology. 

All nine of the differentiating features found in this 
study were also among the 15 (with a p level <0.05) 
found in our previous study of narcissistic traits in 
general psychiatric patients (7). The concordance on 
these nine features is encouraging and points to a sta- 
ble core group of diagnostic criteria for pathological 
narcissism. Because the sample used in the earlier study 
was highly loaded with concurrent axis I affective dis- 
orders (96%), the comparative lack of discrimination 
of interpersonal features in the present study suggests 
that these features may be related to concurrent axis I 
mental conditions and may not be essential aspects of 
pathological narcissism. 

Four DSM-III-R criteria are found among the nine 
characteristics that best distinguished the narcissistic 
personality disorder group in the t tests (see table 2). 
These include all three of the DSM-III-R criteria that 
are part of the grandiosity section of the Diagnostic 
Interview for Narcissism. Several of the DSM-III-R 
criteria were found to be less specific to narcissistic 
personality disorder. Two of them, reactions to criti- 
cism and feelings of envy, were common in both of the 
diagnostic groups of patients. Entitlement was gener- 
ally attributed to narcissistic patients, although it was 
not among the best distinguishing features. Exploitive- 
ness did not distinguish patients with narcissistic per- 
sonality disorder. It is our impression that the passive 
exploitation of others which is found in patients with 
narcissistic personality disorder needs to be more 
clearly differentiated from the active and conscious ex- 
ploitation by patients with antisocial personality dis- 
order and the unwitting, need- -fulfilling, entitled and 
exploitive behavior of borderline patients. The failure 
of lack of empathy to distinguish the narcissistic pa- 
tients in this study should be viewed with caution. Al- 
though the raters could reliably agree, we feel that 
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there are substantial difficulties in making valid assess- 
ments of this feature from a single interview. 

The use of Bonferroni statistics in exploratory stud- 
ies using small samples minimizes the risk of false pos- 
itive results, but it carries the risk of overlooking re- 
sults that are clinically significant (i.e., false negatives). 

For the present the results offer some empirical basis 
for reevaluating the DSM-III-R criteria for narcissistic 
personality disorder. Our results raise questions about 
the value of the DSM-III-R criteria related to envy, 
exploitiveness, and lack of empathy, while they high- 
light the possible value of other criteria describing 
other aspects of grandiosity (i.e., the sense of superi- 
ority) and related behaviors (i.e., "boastful and preten- 
tious behavior, arrogant and haughty behavior, and 
self-centered and self-referential behavior). 

Our results offer a stepping stone for further empir- 
ical investigations into narcissistic personality disorder 
and narcissistic disturbances more generally. While the 
current study offers eviderice for the descriptive valid- 
ity of the narcissistic personality disorder diagnosis, 
many important issues, such as the generalizability of 
our findings to other settings and vis-à-vis other com- 
parative samples, remain to be investigated. Beyond 
this there is a need to examine extremely validating 
issues, such as stability of the diagnosis, familial, so- 
cial, and genetic antecedents and/or predispositions, 
course, and response to treatment. 
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Sertraline in Obsessive-Compulsive Disorder: 
A Double-Blind Comparison With Placebo 


Michael A. Jenike, M.D., Lee Baer, Ph.D., Paul Summergrad, M.D., 
William E. Minichiello, Ed.D., Amy Holland, B.S., and Ralph Seymour, B.S. 


Many agents that affect the brain’s serotonergic sys- 
tem appear to be at least partially effective in the treat- 
ment of patients with obsessive-compulsive disorder. 
However, in this 10-week double-blind trial in which 
10 patients received sertraline and nine received pla- 
cebo, sertraline was ineffective according to four meas- 
ures of obsessive-compulsive symptoms. The authors 
discuss the implications of these preliminary findings 
for the serotonergic theory of obsessive-compulsive 
disorder and the need to explore the role of other neu- 
rochemical systems in this disorder. 

(Am J Psychiatry 1990; 147:923—928) 


ven though combinations of medication and be- 

havior therapy are at least partially effective for 
over 80% of patients with obsessive-compulsive disor- 
der, some cases are refractory to conventional thera- 
pies. Recent epidemiological data indicate that previ- 
ous studies may have dramatically underestimated the 
prevalence of obsessive-compulsive disorder in the 
general population; thus, the need for better treat- 
ments is particularly pressing. The most predictably 
helpful agents are the antidepressant drugs (1, 2), al- 
though patients occasionally respond to a variety of 
other drugs. Antidepressants that affect, at least in 
part, brain serotonergic systems seem to be particu- 
larly effective in improving symptoms of obsessive- 
compulsive disorder (1, 2). Double-blind, placebo-con- 
trolled trials of clomipramine (3—9) and fluvoxamine 
(10, 11) and open trials of fluvoxamine (12) and flu- 
oxetine (13—15) suggest that these serotonergic agents 
are effective. In addition, studies using direct seroto- 
nergic agonists, such as metachlorophenylpiperazine, 
and antagonists, such as metergoline, suggest that the 
brain serotonergic system may be intimately involved 
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in the pathogenesis of obsessive-compulsive disorder 
[16. 173. 

Clomipramine's success in treating obsessive-com- 
pulsive disorder cannot entirely be explained by its 
effects on serotonin reuptake, since desmethylclomi- 
pramine, the main metabolite of clomipramine, po- 
tently blocks reuptake of norepinephrine as well as 
serotonin (10). In fact, desmethylclomipramine attains 
higher levels in plasma than the parent compound. On 
the other hand, several studies (18, 19) have shown a 
significant correlation between clinical improvement 
and plasma levels of clomipramine but not levels of 
desmethylclomipramine. Cerebrospinal fluid (CSF) 
studies of the serotonin metabolite 5-hydroxyin- 
doleacetic acid (5-HIAA) and studies of platelet sero- 
tonin content provide further evidence that the sero- 
tonergic properties of clomipramine may be related to 
its efficacy in obsessive-compulsive disorder. Thorén et 
al. (4) found that clomipramine responders had higher 
baseline CSF levels of 5-HIAA, and the degree of im- 
provement in obsessive-compulsive symptoms during 
clomipramine treatment was significantly correlated 
with the drug-induced decrease in CSF 5-HIAA level. 
In another clomipramine trial with adolescents (20), 
improvement in obsessive-compulsive symptoms was 
significantly correlated with pretreatment platelet se- 
rotonin concentration and with the clomipramine-in- 
duced decrease in platelet serotonin content. 

Further support for the serotonergic theory came 
from reports that other drugs which have effects on 
brain serotonin are at least sometimes efficacious in the 
treatment of obsessive-compulsive disorder; besides 
the serotonergic antidepressants already mentioned, 
these include tryptophan, alone (21) or in combination 
with clomipramine (22), lithium carbonate (23-25), 
trazodone (26, 27), and monoamine oxidase inhibitors 
(MAOIs) (28, 29). 

The recent development of drugs with more specific 
effects on the brain serotonergic system has permitted 
a closer examination of the relevance of a drug's sero- 
tonergic properties to its efficacy as an antiobsessional 
agent (10). For example, zimelidine, a bicyclic antide- 
pressant agent that selectively blocks serotonin re- 
uptake, reduced symptoms of obsessive-compulsive 
disorder in three (30—32) of four studies (33). Also, 
fluvoxamine, a unicyclic agent that also selectively and 
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potently inhibits serotonin reuptake, has been demon- 
strated to be helpful in the treatment of severe obses- 
sive-compulsive disorder (10, 12, 34). In one open trial 
(12), six of 10 inpatients experienced clinically signifi- 
cant improvement; in a controlled trial (10), nine of 21 
patients were much improved after taking fluvoxa- 
mine, whereas no patients responded to placebo; and 
in our controlled study (34), the group differences be- 
tween obsessive-compulsive patients taking placebo 
and fluvoxamine just met statistical significance. 

To further the examination of whether the selective 
serotonergic properties of a drug confer it with antiob- 
sessional efficacy, we present the results of a negative 
double-blind, placebo-controlled parallel trial of ser- 
traline for treatment of obsessive-compulsive disorder. 
Sertraline is a new experimental serotonergic agent 
(35—40) that has been shown to be an effective antide- 
pressant (41, 42). To our knowledge, there are no pub- 
lished reports of trials of this drug for patients with 
obsessive-compulsive disorder. 

Sertraline is a naphthylamine, and its chemical struc- 
ture is unlike that of any other currently marketed or 
experimental antidepressant (41). Pharmacologically, 
sertraline and its major metabolite, N-desmethylsertra- 
line, are selective inhibitors of serotonin reuptake that 
have minimal effects on dopamine and norepinephrine 
metabolism and more selectively inhibit serotonin up- 
take (relative to norepinephrine uptake) than clomi- 
pramine, fluoxetine, or fluvoxamine (35). In vitro 
binding studies (35, 42) show that sertraline has no 
meaningful binding affinity for type 2 dopaminergic 
(D,), types 1 and 2 serotonergic (5-HT,, 5-HT;), mus- 
carinic, o4, a», and type 1 histaminergic (H,) recep- 
tors. Sertraline indirectly down-regulates postsynaptic 
B-adrenergic receptors (42). It is a selective and potent 
competitive inhibitor of synaptosomal serotonin up- 
take and also selectively reduces ex vivo uptake of se- 
rotonin and strongly antagonizes the serotonin-deplet- 
ing action of p-chloroamphetamine, indicating potent 
blockade of serotonin uptake in vivo (35). It also de- 
presses serotonergic neuron firing some 10 times more 
than does fluoxetine (42). 


METHOD 


Clinical characteristics of the patients treated with 
sertraline and placebo are given in table 1. The 
mean+SD age of the overall group was 39.7+14.1 
years. Since the U.S. Food and Drug Administration 
(FDA) would not allow women with childbearing po- 
tential to be in this study, the subjects were men and 
postmenopausal women only. This study was part of a 
multicenter clinical trial, but the study was halted since 
the FDA and the manufacturer of sertraline could not 
agree on an extension protocol. Most of the sites en- 
tered only a few subjects and, to our knowledge, ours 
was the largest group of obsessive-compulsive patients 
to receive sertraline. Ten patients received sertraline, 
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TABLE 1. Clinical Characteristics of Patients With Obsessive- 
Compulsive Disorder Treated With Sertraline (N10) or Placebo 
(N=9) 


Characteristic Sertraline Placebo 
Sex (number of patients) 
Male 8 7 
Female 2 2 
Age (years) 
Mean 35 45 
SD 14 13 
Age at onset of obsessive-compulsive disor- 
der (years) 
Mean 16 23 
SD 4 14 
Duration of obsessive-compulsive disorder 
(years) 
Mean 18 22 
SD 13 11 
Concurrent major depression (number of 
patients) 0 0 
Previous treatment for obsessive-compulsive 
disorder (number of patients) 
None 5 1 
Drugs or psychotherapy 8 9 
Behavior therapy 1 3 
Tricyclic antidepressants other than clo- 
mipramine 
Imipramine 2 4 
Amitriptyline 1 1 
Desipramine 0 1 
Other 1 1 
Clomipramine 0 3 
MAOIs 1 1 
Lithium carbonate 0 2 
Benzodiazepines 3 2 
Synthroid 0 1 
Neuroleptics 1 1 
Ergot mesylates 0 1 
Methy!phenidate 0 1 
Unspecified drugs 0 1 


and only nine received placebo because the trial was 
terminated before the last patient was enrolled. 

After giving informed consent and discontinuing all 
psychotropic medications, the patients entered a 1- 
week single-blind placebo washout period. All subjects 
met the DSM-III criteria for obsessive-compulsive dis- 
order, had had obsessive-compulsive symptoms for at 
least 1 year, and were not depressed according to clin- 
ical interview. Each had a Hamilton depression rating 
scale (43) score of less than 15 at baseline. Three pa- 
tients had failed to respond to adequate trials of the 
serotonergic agent clomipramine, and none of the pa- 
tients had received fluoxetine, fluvoxamine, or buspi- 
rone before entering this study (table 1). 

Before the subjects entered the study, complete med- 
ical and psychiatric histories were recorded and they 
were given physical examinations. They were then ran- 
domly assigned either to sertraline or to identically 
appearing placebo capsules for the 10-week study pe- 
riod. The dose was raised to 200 mg/day over 2 weeks. 
Compliance was assessed by means of pill count at 
each visit. No other medication was given throughout 
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the study, and the patients were not permitted to have 
behavior therapy. 

Each patient was assessed by an experienced rater 
(either a psychiatrist or a Ph.D.-level psychologist) at 
baseline (the end of the 1-week washout) and after 1, 
2, 4, 6, 8, and 10 weeks of treatment. The principal 
measure of outcome was the Yale-Brown Obsessive- 
Compulsive Scale, which has been used as the main 
dependent variable in multicenter trials of clomipra- 
mine and fluvoxamine and has demonstrated reliabil- 
ity and validity (44, 45). It is a 10-item semistructured 
questionnaire, and each item is scored on a 5-point 
scale from 0 (least symptomatic) to 4 (most sympto- 
matic), so the total score (sum of items 1 through 10) 
ranges from 0 to 40. The raters were provided with 
standardized instruction in the use of the Yale-Brown 
scale, and they demonstrated excellent interrater reli- 
ability (intraclass correlation coefficient, r=0.96, p< 
0.05). The Yale-Brown scale was designed specifically 
to rate the severity of obsessions and compulsions and 
does not contain questions about depression or anxiety 
not directly related to obsessive-compulsive symptoms. 
Obsessions and compulsions are rated for 1) time oc- 
cupied by symptoms, 2) interference due to symptoms, 
3) distress from symptoms, 4) how much symptoms 
are resisted, and 5) how much control the patient has 
over the symptoms. The obsession subtotal is the sum 
of items 1 through 5 (range of scores, 0 to 20), and the 
compulsion subtotal is the sum of items 6 through 10 
(score range, 0 to 20). The mean decrease in total Yale- 
Brown score from baseline was used as the main meas- 
ure of response of obsessive-compulsive symptoms to 
treatment. We also administered the National Institute 
of Mental Health (NIMH) obsessive-compulsive scale 
(7), a clinician-administered global assessment of ob- 
sessive-compulsive symptoms, and the Maudsley Ob- 
sessional Compulsive Questionnaire. 


RESULTS 


All 19 patients completed the study, and all 10 pa- 
tients taking active drug reached the full 200 mg/day 
dose. Eight patients had no side effects (drug, N=5; 
placebo, N=3). The side effects experienced are listed 
in table 2. Overall, sertraline had no more side effects 
than placebo. There were no clinically significant al- 
terations in physical examination findings, laboratory 
findings, ECG, blood pressure, or pulse in any of the 
patients during the course of the study. 

The mean+SD scores of the drug and placebo 
groups are shown in table 3. The data for the Yale- 
Brown scale, the NIMH scale, and global assessment 
were analyzed by means of 2 x 5 analyses of variance 
(ANOVAs) with repeated measures on one factor. The 
ANOVA factors were treatment (drug versus placebo) 
and time (week 2, 4, 6, 8, or 10). The treatment groups 
did not significantly differ according to t test at base- 
line or any subsequent visit on any of these measures. 
The Hamilton depression scores at baseline were not 


Am ] Psychiatry 147:7, July 1990 


JENIKE, BAER, SUMMERGRAD, ET AL. 


TABLE 2. Side Effects Experienced by Patients With Obsessive- 
Compulsive Disorder Treated With Sertraline (N=10) or Placebo 
(N=9) 


Number of Patients 


Side Effect Placebo 


Constipation 
Nausea 
Sedation 
Sexual Dysfunction 
Blurred vision 
Tremor 
Forgetfulness 
Headache 
Nosebleeds 
Dry mouth 
Other 

No side effects 


Sertraline 


G^ Cn CO Co CS m O ODON m OD OO 
G3 Mp RO oe S CO N23 m O0 NX G3 e 


significantly different (mean XxSD —4.9-* 3.7 for sertra- 
line and 5.0+4.5 for placebo; t=0.1, n.s.). 

For the Yale-Brown Obsessive-Compulsive Scale, 
the treatment factor was nonsignificant (F=0.1, df= 
1, 17, n.s.), indicating no overall difference between 
the two groups over the 10 weeks of the study. The 
time factor was also nonsignificant (F^ 1.0, df=4, 68, 
n.s.), as was the interaction effect (F=0.4, df=4, 68, 
n.s.), indicating no difference in rates of change over 
time for the two groups. 

The treatment factor for the NIMH obsessive-com- 
pulsive scale was nonsignificant (F=2.8, df=1, 17, 
n.s.), indicating no overall difference between the two 
groups. The time factor was also nonsignificant (F=2.0, 
df=4, 68, n.s.), as was the interaction effect (F=0.3, 
df=4, 68, n.s.). 

For the global assessment, the treatment factor was 
again nonsignificant (F=3.5, df=1, 17, n.s.), indicat- 
ing no overall difference between the two groups. The 
time factor was also nonsignificant (F=2.5, df=4, 68, 
n.s.), aS was the interaction effect (F=0.2, df=4, 68, 
n.s.). 

Because the two groups were found to significantly 
differ in their baseline scores on the Maudsley Obses- 
sional Compulsive Questionnaire (t=3.0, df=17, p< 
0.01), this variable was analyzed by means of analysis 
of covariance, with factors identical to those in the 
ANOVAs. The treatment factor was nonsignificant (F= 
0.1, df=1, 16, n.s.), indicating no overall difference 
between the two groups. The time factor was also nonsig- 
nificant (F=1.9, df=4, 68, n.s.), as was the interaction 
effect (F=1.4, df=4, 68, n.s.). 


DISCUSSION 


Clomipramine is the most studied drug with dem- 
onstrated efficacy in the treatment of obsessive-com- 
pulsive disorder. A number of patients, however, suffer 
side effects from clomipramine, which sometimes limit 
its use. Since there is growing evidence that some of the 
newer serotonergic antidepressants, such as fluvoxa- 
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TABLE 3. Baseline and Posttreatment Scores on Measures of Obsessive-Compulsive Symptoms for Patients Treated With Sertraline 


(N=10) or Placebo (N=9) 


Score 
Yale-Brown. Global Maudsley 

Ti Scale NIMH Scale Assessment Questionnaire 

ime and —— a 
Treatment Mean SD Mean SD Mean SD Mean SD 
Baseline 

Drug 22.8 6.0 8.9 1.5 4.8 0.6 13.0 3.7 

Placebo 22.8 4.8 9.1 1.3 5.3 1.2 18.0 3.7 
Week 2 

Drug 21.8 5.5 8.3 1.4 4.5 0.9 — — 

Placebo 23.0 4.6 9.3 1.3 5.2 0.7 — — 
Week 4 

Drug 23.5 7.4 8.4 1.6 4.4 1.0 — — 

Placebo 22.8 4.4 9.4 1.5 5.0 0.7 — — 
Week 6 

Drug 20.8 7.7 8.1 1.6 4.4 1.0 — — 

Placebo 22.9 5.4 9.7 L7 5.0 0.7 — — 
Week 8 

Drug 20.8 8.3 7.6 1.8 4.1 1.0 — — 

Placebo 21.4 5.9 8.9 1.6 4.8 0.7 — — 
Week 10 

Drug 20.6 9.2 8.2 2.0 4.2 1:1 12.0 3.9 

Placebo 24.3 7.8 9.3 2.5 5.0 . 0.9 17.6 4.9 


mine and fluoxetine, may also be effective for obses- 
sive-compulsive disorder, it seemed likely that the new 
serotonergic agent sertraline (35) might also be useful. 

To our knowledge, this is the first published report 
of a systematic investigation of sertraline treatment for 
this disorder. This preliminary study suggests that ser- 
traline may not be an effective treatment for primary 
obsessive-compulsive disorder, at least when given 
alone. Because of the small sample the results of the 
present study must be interpreted cautiously. How- 
ever, with a sample of 19, the ANOVAs gave statistical 
power of at least 0.80 (46) in detecting a treatment 
effect (sertraline versus placebo) of similar magnitude 
to that found in our previous studies of clomipramine 
(9) and fluoxetine (15). Further controlled trials with 
larger samples are needed to determine whether sertra- 
line is effective for obsessive-compulsive disorder when 
used alone or with other agents. 

As noted in the introduction, sertraline has minimal 
effects on dopamine and norepinephrine metabolism 
and more selectively inhibits serotonin uptake (relative 
to norepinephrine uptake) than clomipramine, fluoxe- 
tine, or fluvoxamine (35), and it has no meaningful 
binding affinity for D;, 5-HT,, 5-HT;, muscarinic, a4, 
a, and H, receptors (35, 42). Sertraline is currently 
the most potent and specific inhibitor of serotonin up- 
take into the presynaptic terminal and depresses sero- 
tonergic neuron firing 10 times more than fluoxetine 
(42). Sertraline is also 10 to 50 times as potent as 
desipramine in potentiating each of the behavioral ef- 
fects of 5-hydroxytryptophan so far examined (35). In 
doses of 50—200 mg/day, when given to healthy male 
volunteers sertraline inhibits platelet serotonin uptake 
in a dose-dependent manner, and the affinity constant 
of serotonin also increases in an apparently dose-re- 
lated manner. The higher doses (150 and 200 mg/day) 
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have greater effects than lower doses (50 and 100 mg/ 
day). These findings are consistent with the notion that 
sertraline is a potent inhibitor of blood platelet sero- 
tonin reuptake, a model that has been used to study the 
inhibition of neuronal serotonin uptake (42). 

Other data indicate that not all serotonergic drugs 
are effective in treating patients with obsessive-com- 
pulsive disorder. Buspirone, another drug with partial 
serotonergic agonist properties, was studied in an open 
trial with 10 obsessive-compulsive patients and had no 
overall effect on obsessive-compulsive symptoms, de- 
pression, or even anxiety (47). Since preliminary data 
(48) indicate that buspirone is a 5-HT,, agonist but 
not a "full" agonist (i.e., it has no effect on 5-HT, 
receptors [49]), only certain serotonin receptors may 
be involved in the pathophysiology of obsessive-com- 
pulsive disorder. Since 5-HT,, receptors function as 
inhibitory autoreceptors, buspirone acts to decrease 
activity in serotonin neurons. The evidence that the 
serotonergic system is involved in the pathogenesis of 
obsessive-compulsive disorder and the need for further 
study with specific serotonergic agonists and antago- 
nists have been reviewed in detail elsewhere (16, 17). 
Further studies of patients with obsessive-compulsive 
disorder should determine the effects of antiobses- 
sional drugs on serotonergic receptor function and 
whether these effects are related to therapeutic re- 
sponse. As noted by Charney et al. (17), additional 
drug efficacy studies involving medications with effects 
on a variety of neurotransmitter systems are also re- 
quired to ascertain whether the ability to enhance se- 
rotonergic activity is necessary for a drug to have po- 
tent antiobsessional activity. Identification and 
determination of the function of the various seroto- 
nergic receptor subtypes in patients with obsessive- 
compulsive disorder may lead to further refinement of 
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the proposed hypothesis and, we hope, to more effec- 
tive and perhaps more selective treatments. 

It is unlikely that the pathophysiology of obsessive- 
compulsive disorder will eventually turn out to involve 
only a single neurotransmitter system, since intercon- 
nections among the various neurochemical systems are 
the rule in the brain. For example, the neurons of the 
raphe nuclei exert an inhibitory control over the nor- 
adrenergic neurons of the locus coeruleus (50), which 
is depressed by serotonin reuptake blockers, MAOIs, 
and serotonin precursors, such as tryptophan or 5- 
hydroxytryptophan (51). When the neurons are shut 
down by serotonin reuptake inhibitors, they activate 
the noradrenergic neurons to elicit desensitization of 
the postsynaptic B-adrenergic and presynaptic «,-ad- 
renergic systems. Repeated administration of sertraline 
has been shown to cause a down-regulation of nor- 
epinephrine-receptor-coupled adenylate cyclase in the 
limbic forebrain and B-adrenoceptors of the cerebral 
cortex in rats, an effect that may predict antidepressant 
efficacy ($2). The fact that not all patients respond to 
drugs also casts doubt on the idea of a single neuro- 
transmitter deficit in all patients with obsessive-com- 
pulsive disorder and suggests that this disorder is bio- 
logically heterogeneous. 

If these preliminary negative results are confirmed, 
further investigations into differences between sertra- 
line and other apparently effective agents, such as clo- 
mipramine, fluoxetine, and fluvoxamine, may shed 
light on the specific pathogenesis of obsessive-compul- 
sive disorder. 

In depressed patients without obsessive-compulsive 
disorder, sertraline has been shown to be as effective as 
amitriptyline when both were compared to placebo in 
a double-blind manner, although the magnitude of the 
antidepressant effect was slightly greater with amitrip- 
tyline (41). It may be relevant to our study that Reim- 
herr et al. (41) found an 88% response rate at a dose 
of 100 mg of sertraline per day, which dropped to a 
4596 response rate at 200 mg/day, the dose used in our 
study. Their sample was small, however, and they felt 
that the most probable explanation for this finding was 
that patients who did not respond to sertraline were 
given the highest dose and continued to take the max- 
imum dose for the remainder of the study. These re- 
sults also raise the possibility of a therapeutic window 
and suggest that if a patient fails to respond to the 
maximum dose of sertraline, one should consider ex- 
tending the clinical trial and using a lower dose. Future 
investigations with sertraline for patients with obses- 
sive-compulsive disorder should have patient cells with 
lower doses. 

The antidepressant efficacy of sertraline has been 
further established in two multicenter studies of pa- 
tients with major depressive disorder (see reference 42 
for review). One study used a double-blind parallel 
design with fixed doses of either sertraline (50, 100, or 
200 mg/day) or placebo (once daily) for 6 weeks. Of 
the 369 patients with DSM-III major depression who 
entered the study, 289 provided valid efficacy meas- 
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urements. All three doses of sertraline were signifi- 
cantly more effective than placebo. A second study 
compared sertraline (raised from 50 to 200 mg/day), 
amitriptyline (raised from 50 to 150 mg/day), and pla- 
cebo. Analyzable data were obtained from 379 pa- 
tients (126 sertraline, 123 amitriptyline, 130 placebo), 
and the mean final daily doses were 159 mg for ser- 
traline and 111 mg for amitriptyline. Both groups re- 
ceiving active medication improved significantly more 
than the placebo group. Also, sertraline has been dem- 
onstrated to be significantly more effective than pla- 
cebo as a maintenance treatment when tested in a dou- 
ble-blind manner (42). 

The failure of sertraline to improve symptoms of 
obsessive-compulsive disorder in this study may be due 
to at least three factors: 1) we were outside the thera- 
peutic dose range and a higher or lower dose would 
have been more efficacious, 2) our sample was too 
small to detect a small difference between placebo and 
sertraline, and 3) there is something about sertraline’s 
pharmacologic action that makes it an ineffective treat- 
ment for obsessive-compulsive disorder even though it 
is pharmacologically similar im many ways to other 
agents, such as fluoxetine, clomipramine, and fluvox- 
amine, which are effective in improving obsessive-com- 
pulsive symptoms. As noted, sertraline and its metab- 
olite are selective inhibitors of serotonin reuptake that 
have minimal effect on dopamine and norepinephrine 
metabolism and are, in fact, more selective in inhibit- 
ing serotonin than clomipramine, fluoxetine, or flu- 
voxamine. The failure of sertraline to improve obses- 
sive-compulsive symptoms may indicate that some 
action on the dopaminergic and adrenergic systems, 
along with serotonergic activity, is required for a clin- 
ically meaningful improvement in obsessive-compul- 
sive symptoms. As more is learned about the specific 
actions of these drugs and as pure receptor agonists 
and antagonists are tested for clinical efficacy in obses- 
sive-compulsive disorder, we may better understand 
the complex interaction of various neurotransmitters 
and receptors in patients with obsessive-compulsive 
disorder and in healthy individuals. 

Of the drugs with potent serotonergic effects, only 
fluoxetine and clomipramine are now on the market in 
the United States. Fluvoxamine is available in Europe 
but not in the United States, and the new drug appli- 
cation for sertraline will not be submitted to the FDA 
for over 2 years (personal communication, Pfizer Phar- 
maceutical Company). : 
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X. 


The Hypothalamic-Pituitary- Thyroid Axis in Social Phobia 


Manuel E. Tancer, M.D., Murray B. Stein, M.D., 
Cheryl S. Gelernter, Ph.D., and Thomas W. Uhde, M.D. 


The authors investigated indices of hypothalamic- 
pituitary-thyroid (HPT) axis function in patients with 
social phobia. They found no differences between pa- 
tients with social phobia and age- and sex-matched 
control subjects in plasma T4, T4, free T4, or TSH 
levels or in the proportion of subjects with positive 
antithyroid antibodies. Patients with social phobia and 
control subjects also did not differ in three of the four 
measures used to assess TSH response to TRH. These 
data suggest that abnormalities in thyroid function 
are not requisite neuroendocrine correlates of social 
phobia. 

(Am J Psychiatry 1990; 147:929—933) 


he fact that prominent anxiety and affective 

symptoms are often reported by patients with 
hypo- or hyperthyroidism (1—9), together with the dis- 
covery that T; can potentiate the mood-elevating ef- 
fects of tricyclic antidepressants (10), has led several 
research teams to examine the possible role of thyroid 
dysfunction in psychiatric conditions. Normal periph- 
eral thyroid indices in patients with DSM-III panic 
disorder have been reported by three research groups 
(11—13), although Yeragani et al. (14) reported larger 
variances in peripheral thyroid levels (T5, T4, or T>) in 
patients with panic disorder than in normal control 
subjects. Moreover, Fishman et al. (13) found that a 
large percentage of patients with panic disorder had 
nondetectable levels of TSH, suggesting the possibility 
of subclinical hyperthyroidism, a condition that may 
occur in the presence of normal to slightly elevated 
levels of T4 or T4. These latter findings suggested the 
possibility of subtle changes in hypothalamic-pitu- 
itary-thyroid (HPT) function in patients with panic 
disorder. 

To assess subtle abnormalities in thyroid function 
(e.g., subclinical hyperthyroidism), several research 
teams have been using the more sensitive thyroid-stim- 
ulating hormone (TSH) response to thyrotropin-releas- 
ing hormone (TRH) as a domande probe of the integ- 
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rity of the HPT axis (15). For example, subnormal or 
“blunted” TSH responses to TRH have been consis- 
tent findings in approximately 25% of patients with 
affective disorder (15). “Blunted” TSH responses to 
TRH in panic disorder also have been reported by 
three independent groups (16—18), although recent 
work from our laboratory (19) suggested that this ab- 
normality, when present, may be related to the coexis- 
tence of depressive symptoms. 

Thus, in addition to assessing whether thyroid ab- 
normalities might be a neuroendocrine correlate of so- 
cial phobia per se, we also were interested in whether 
patients with social phobia, like some patients with 
panic disorder (16—18) and depression (15), have 
higher rates of blunted TSH responses to TRH than 
normal control subjects. To address these questions, 
we used three separate research methods to assess the 
integrity of the HPT axis in a carefully diagnosed 
group of nondepressed patients with social phobia. 
Unlike many reports in the literature, we used a nor- 
mal control group in each part of our study. In the first 
part we measured peripheral indices of thyroid func- 
tion (T4, T4, free T4, and TSH). In the second part, we 
investigated the TSH response to TRH in medication- 
free patients with social phobia and normal control 
subjects. In the third part, we evaluated the rate of 
antithyroid antibodies in patients with social phobia 
and norma] control subjects matched for age and sex. 
The rationale for this part of the study was the fact 
that autoimmune thyroiditis (20) has been suggested as 
a trigger of panic attacks in biologically predisposed 
individuals (16, 21). To our knowledge, this 1s the first 
report of thyroid function in social phobia. 


METHOD 


Patients in treatment at the Section on Anxiety and 
Affective Disorders, National Institute of Mental Health, 
who met DSM-III-R criteria for social phobia were eli- 
gible for participation in this study. Social phobia was 
diagnosed by using the Anxiety Disorder Interview 
Schedule, a structured interview (22). Subjects concur- 
rently meeting DSM-III-R criteria for major depression 
were excluded. Patients with a history of thyroid disease 
and those currently taking thyroid medication were also 
excluded. Normal volunteers were recruited by adver- 
tisement. Absence of lifetime psychiatric illness in the 
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TABLE 1. Thyroid Indices in Patients With Social Phobia and Normal Control Subjects 


Patients With Social Phobia 


(N=26) 
Thyroid Index Mean SD Range 
T4 (ng/dl) 121.4 23.7 51-167 
T, (g/dl) Lad 1.3 5.7-11.4 
Free T, (ng/dl) 1:3 0.2 0.8-1.7 
TSH (pIU/ml) 1.6 0.9 0.5—4.1 


normal volunteers was established by interview using a 
modified Schedule for Affective Disorders and Schizo- 
phrenia—Lifetime Version (23). The patients and volun- 
teers were free of medical illness as determined by med- 
ical history, physical examination, clinical laboratory 
examination (SMA-12, CBC, and urinalysis), and elec- 
trocardiography. All patients and control subjects were 
studied as outpatients. Patients and control subjects gave 
written and oral consent for the thyroid studies described 
here. Although there was some overlap in the subjects 
who participated in each of the three parts of the study 
described here, fewer than half of the subjects participat- 
ing in the antithyroid antibody study participated in the 
peripheral thyroid study, and fewer than half of the sub- 
jects in the peripheral thyroid study participated in the 
TSH response to TRH study. 

Routine thyroid indices (T4, T4, free T4, and TSH) 
were obtained in 26 patients with social phobia (15 
women and 11 men; mean+SD age=37.2+1 '.7 years, 
range-18—58) and 26 normal control subjects (15 
women and 11 men; mean age=36.7 +11.7, range-21— 
60). All subjects had been medication free for at least 
10 days before phlebotomy. The groups were closely 
matched for sex as well as for age (t=0.17, df=50, 
p=0.87). T3, T4, and TSH were measured by radioim- 
munoassay, and free T, was determined by using equi- 
librium dialysis. The intra-assay variability was less 
than 5% for all the thyroid indices. The interassay 
variability was 3.4% for T4, 5.2% for TSH, 6.3% for 
T3, and 11.1% for free T4. 

The TSH response to 500 ug of TRH was assessed 
in 13 patients with social phobia (seven women and six 
men; mean age=35.7+11.3 years, range=22—56) and 
22 normal control subjects (13 women and nine men; 
mean age=33.9+9.2 years, range—22—57; t=0.51, 
df=33, p=0.62). None of the patients with social pho- 
bia have been previously reported on, but data from 
the normal control subjects were presented in a sepa- 
rate study (19). Participants were on a low-mono- 
amine diet for 3 days preceding the study. They came 
to the outpatient clinic between 9:00 a.m. and 10:00 
a.m. following an overnight fast. An intravenous cath- 
eter was inserted into an antecubital vein. At least 30 
minutes following the insertion of the catheter, 500 ug 
of TRH was infused over 1: minute. Samples for TSH 
were obtained 15 minutes before the infusion and 0, 
15, 30, and 45 minutes after the infusion. Before the 
infusion, the patients with social phobia completed the 
Beck Depression Inventory (24). 
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Normal Control Subjects 


(N=26) : 
Mean SD Range (df- 50) p 
125.4 28.7 89—204 0.54 0.59 
re 1.7 5.3—11.9 0.67 0.95 
1.3 0.2 ,  0.9-1.9 0.24 0.81 
1.9 0.9 0.2—3.8 0.97 0.81 


Titers of antimicrosomal antibodies and antithyro- 
globulin antibodies were obtained in 43 patients with 
social phobia (27 women and 16 men; mean age= 
33.0+10.0 years) and 43 age- and sex-matched nor- 
mal control subjects (27 women and 16 men; mean 
age=34.0+10.0 years) Antithyroid antibody titers 
were obtained in the patients with social phobia at 
4:00 p.m. following the administration of 1 mg of dex- 
amethasone the previous evening as part of a dexameth- 
asone suppression test. We are unaware of reports that 
acute dexamethasone administration alters antithyroid 
antibody levels. Titers of antimicrosomal antibodies 
were measured by immunofluorescence and indirect 
hemagglutination (Bio-Science Labs), and titers of 1: 
100 or greater were considered positive. Antithyroglob- 
ulin antibody titers were measured by the tanned red 
cell method (Bio-Science Labs), and titers of 1:10 or 
greater were considered positive. 

Student’s t test (two-tailed) was used to compare 
thyroid indices and ages across diagnostic groups. Bart- 
lett’s test was used to compare the variance of varia- 
bles between groups (25). The proportion of patients 
and control subjects with or without antithyroid anti- 
bodies and the proportion of subjects with blunted or 
exaggerated TSH responses to TRH were compared by 
using Fisher’s exact test (two-tailed). The TSH re- 
sponse to TRH was analyzed by using a repeated meas- 
ures analysis of covariance (ANCOVA) with baseline 
TSH as the covariate. The difference between maxi- 
mum TSH level and the mean of the two baseline TSH 
measures (Anax TSH) was also calculated. The Mann- 
Whitney U test was used to compare variables with 
unequal variances. Means+SDs are reported. 


RESULTS 


There were no significant differences in meas- 
urements of T3, T4, free T4, or TSH between the pa- 
tients with social phobia and the normal control sub- 
jects (see table 1). Furthermore, the variances did not 
differ between groups on any of the thyroid indices 
(n.s. in all cases, Bartlett's test). 

Baseline TSH levels did not differ between groups 
(for the 13 patients with social phobia, mean+SD= 
1.3+0.7 IU/ml, range=0.5—2.8; for the 22 normal 
control subjects, mean 1.4— 0.7) (t=0.52, df=33, p= 
0.61). There was a significant rise in TSH following 
intravenous TRH infusion in both patients and control 
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FIGURE 1. TSH Response to TRH in Patients With Social Phobia 


and Normal Control Subjects 


o = NORMAL CONTROLS (n=22) 
O = SOCIAL PHOBICS (n=13) 


TSH (ulU/ml) 





— 15 0 + 15 +30 +45 


TIME (minutes) 


subjects (ANCOVA main effect of Time, F=84.43, 
df=4, 132, p<0.0001) (see figure 1). However, there 
was no significant Diagnosis by Time interaction on 
the repeated measures ANCOVA (F=0.53, df=4, 132, 
p=0.71). The peak TSH level occurred 30 minutes fol- 
lowing the infusion in all subjects. The maximal in- 
crease in TSH over baseline (A,,,, ISH) was signifi- 
cantly correlated to the baseline levels in both patients 
and contro! subjects (for patients with social phobia, 
r=0.79, df=11, p<0.001; for normal control subjects, 
r—0.82, df=20, p<0.001). The A,,,, TSH did not dif- 
fer between groups (for patients with social phobia, 
mean+SD=14.5+11.6 uIU/ml, range-3.7—38.4; for 
normal control subjects, mean+$D=17.2+7.3, range= 
7.1—31.4) (Mann Whitney U=98; N=13, 22, p=0.12) 
(see figure 2). There was a trend for Anax TSH to have 
a greater variance in the patients with social phobia 
than in the control subjects, but this did not reach 
statistical significance (p=0.07, Bartlett's test). 

The. TSH response to TRH was also analyzed by 
comparing the proportion of patients and control sub- 
jects with operationally defined “abnormal” TSH re- 
sponses to TRH (26). We determined the normal range 
and 9596 confidence interval (mean plus or minus two 
standard deviations) for A,,,,, TSH using our normal 
control data and analyzed the proportions of patients 
with social phobia and control subjects who had A, 
TSH values outside the 95% confidence interval using 
Fisher’s exact test. The 95% confidence interval for 
Ana. TSH was 3.6-31.8 plU/ml. Two (15.4%) of 13 
patients with social phobia and none of 22 normal 
control subjects had Amay ISH values outside the in- 
terval (p=0.13, Fisher’s exact test). 

An alternative approach is to define an operational 
cutoff for an abnormal response (15, 16, 27). Using 
Amax TSH less than 7 IU/ml as a cutoff for abnormal 
TSH response (16), we found that four (30.8%) of 13 
patients with social phobia and none of the 22 control 
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FIGURE 2. Maximal Increase In TSH (Ama) After TRH Administra- 
tion in Patients With Social Phobla and Normal Control Subjects 


e = ANTITHYROID ANTIBODY POSITIVE 
(Normal Baseline TSH) 


Amax TSH uU/ml 





NORMAL SOCIAL 
CONTROLS PHOBICS 
(n=22) (n=13) 


subjects had blunted TSH responses to TRH (p= 
0.014, Fisher’s exact test). When the cutoff for blunt- 
ing was defined as Anax TSH of less than 5 IU/ml (15, 
27), three (23.1%) of the 13 patients with social pho- 
bia and none of the control subjects had blunted re- 
sponses (p=0.044, Fisher’s exact test). 

Because blunted A,,,, TSH response to TRH has 
been reported in approximately 25% of patients with 
major depression (15), we looked at the effect, if any, 
of current depressive symptoms or lifetime history of 
major depression on the TSH response to TRH. Symp- 
toms of depression in the week before the infusion, as 
measured by the Beck Depression Inventory, did not 
correlate with Anax TSH in the 13 patients with social 
phobia (r= —0.31, df=11, n.s.). Furthermore, the 'A nax 
TSH in the five patients with lifetime histories of major 
depression did not differ significantly from the eight 
patients with no history of depression (n.s., Mann- 
Whitney U test). 

Four (9.3%) of 43 patients with social phobia and 
five (11.6%) of 43 control subjects had positive an- 
tithyroid antibody titers (n.s., Fisher’s exact test). The 
four patients with measurable antibody titers were 
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women, as were three of the five control subjects with 
antibody titers. Consequently, we assessed the rate of 
antithyroid antibodies among the women in this part 
of the study; four (14.8%) of the 27 women with so- 
cial phobia and three (11.1%) of the 27 female control 
subjects had antithyroid antibodies (n.s., Fisher’s exact 
test). 


DISCUSSION 


Patients with social phobia had normal peripheral 
thyroid indices (T4, T4, free T4, and TSH) and rates of 
antithyroid antibodies. This negative finding is similar 
to most previous reports of patients with panic and 
generalized anxiety disorders (11—14, 21). It is note- 
worthy that subjects with histories of thyroid disease 
(e.g., Grave's disease) are routinely excluded from our 
clinical research program. Therefore, our finding of 
normal peripheral thyroid indices (i.e., T3, T4, free Ty, 
and TSH) was not unexpected. Nonetheless, our data 
strongly suggest that thyroid abnormalities are not a 
biological correlate or requisite factor in the patho- 
physiology of social phobia. Despite these findings, our 
data do not invalidate the many previous case reports 
indicating that alterations in thyroid function can pro- 
duce pathological degrees of anxiety. In fact, it should 
be underscored that hyperthyroid-related anxiety 
states are well documented (6, 8, 9, 28), including the 
secondary development of agoraphobia in patients 
with undiagnosed Grave's disease and related hyper- 
thyroid conditions. In fact, unlike other investigators 
(29), we have taken the position that thyroid function 
tests should be routinely obtained during the initial 
evaluation of patients presenting for the first time with 
anxiety and affective disturbances (30, 31). 

The TRH test, as a dynamic probe of the HPT axis, 
might be expected to detect more subtle abnormalities 
in the axis than either peripheral indices or the rate of 
antibodies. We have analyzed the TSH response to 
TRH in four ways (ANCOVA, mean A,,,, TSH, pro- 
portion of subjects outside a 95% confidence interval, 
and the proportion of subjects with operationally de- 
fined blunted TSH response [Anax TSH less than 5 or 
less than 7 pJU/ml]) and found significant differences 
only in the proportion of patients with social phobia 
with operationally defined subnormal TSH responses. 
Loosen (27) and Loosen and Prange (15) advocated 
using the proportion of blunted (less than 5 or less 
than 7 uIU/ml) responses rather than differences in 
mean Apax TSH to analyze TRH test results. Analogy 
with the dexamethasone suppression test would sug- 
gest, however, that the use of a 95% confidence inter- 
val based on the results for normal control subjects in 
a given laboratory might provide a more reliable index 
of abnormal response than a universally designated 
cutoff (32). Using the confidence interval generated 
from our normal control subjects, whose ages and sex 
distribution were similar to those of the patients with 
social phobia, we found no higher proportion of 
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blunted TSH responses in the patients with social pho- 
bia. Therefore, we feel that our findings of TSH re- 
sponse to TRH in social phobia are not highly sugges- 
tive of an HPT abnormality in this disorder. 

It should be underscored that the TRH tests were 
not performed while the patients were in a phobic sit- 
uation; it is possible that patients with social phobia 
would have different thyroid responses during or im- 
mediately following phobic exposure. Further studies 
should address this question. 

Because this is the first study to examine the HPT 
axis in patients with social phobia, our negative find- 
ings should be regarded as preliminary and warrant 
replication. 
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Autonomic Orienting Responses in 15-Year-Old 
Male Subjects and Criminal Behavior at Age 24 


Adrian Raine, D.Phil., Peter H. Venables, D.Sc., and Mark Williams, M.A. 


This prospective study analyzed relationsbips be- 
tween skin conductance and beart rate measures of 
orienting in a noninstitutionalized sample of 101 15- 
year-old male subjects and criminal bebavior as as- 
sessed at age 24 years. Subjects with a criminal record 
at age 24 (N=17) had significantly smaller skin con- 
ductance responses and smaller heart rate deceleratory 
and acceleratory responses than the other subjects (N= 
84). Lack of any skin conductance response was sig- 
nificantly more prevalent in subjects with a criminal 
record (31%) than in the control subjects (10%). These 
results implicate deficits in orienting with the later de- 
velopment of criminal behavior. The authors bypotb- 
esize that the genetic predisposition to criminal bebav- 
ior may find its expression in part through smaller 
autonomic orienting. 

(Am J Psychiatry 1990; 147:933-937) 
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() ne of the greatest barriers to a more complete 
understanding of antisocial and criminal behav- 
iors is the lack of prospective, longitudinal studies (1— 
3). Although there are exceptions (4), most psycholog- 
ical findings are based on studies that assess antisocial 
and psychological variables at the same time; this makes 
for difficulties in differentiating cause from effect. Alter- 
natively, prospective designs constitute a more powerful 
technique by which to explore causal relationships. 

A second important deficiency in the literature con- 
sists of the relative lack of psychophysiological studies 
of antisocial behavior. Despite extensive evidence for 
genetic and biological factors in criminal behavior (5— 
9), there has been little psychophysiological research 
into criminal behavior in contrast to the extensive, re- 
search into psychopathy by Hare and colleagues (10, 11). 

A third problem is that what little research has been 
carried out on the psychophysiology of criminal be- 
havior has involved institutionalized. criminals. As 
Mednick (2) pointed out, it is difficult to.evaluate dif- 
ferences between institutionalized criminals and nor- 
mal control subjects, given the great difficulties in con- 
trolling for the effects of institutionalization. 

Previous reviews of the psychophysiology of antiso- 
cial and criminal behaviors have concluded that auto- 
nomic variables, specifically skin conductance and 
heart rate, appear to be the most promising variables 
from the standpoints of both prediction and theory 
(12—15). In particular, it has been hypothesized that 
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orienting deficits may be implicated in the develop- 
ment of criminal behavior (16). The orienting reflex 
indexes the extent to which the subject attends to and 
processes the eliciting stimulus and is also thought to 
facilitate processing of subsequent stimuli (17). The 
most frequently used and most reliable measures of 
autonomic orienting consist of changes in skin conduc- 
tance and heart rate in response to neutral tone stimuli 
(18, 19). The inability to respond and attend appro- 
priately to external environmental stimuli could under- 
lie the conditioning deficits observed in antisocial pop- 
ulations (20). As such, response deficits, as indexed by 
skin conductance and heart rate, would be expected to 
predict later criminal behavior. 

Previous nonprospective studies of autonomic ori- 
enting in antisocial groups have not produced consis- 
tent results, however (see reference 16 for a brief re- 
view). Raine and Venables (16) found that antisocial 
male adolescents were characterized by lack of electro- 
dermal response to orienting stimuli; however, no ef- 
fects were observed for cardiovascular orienting (21). 
The aim of the present study was to conduct a 9-year 
follow-up of the sample originally tested by Raine and 


Venables (13, 16) in order to assess the extent to which 


skin conductance and heart rate indices of lower ori- 
enting activity, as measured at age 15, predict criminal 
behavior at age 24. While no previous prospective 
study has recorded heart rate responses, they were re- 
corded in the present study in order to provide an 
additional measure of orienting. 


METHOD 
Subjects 


Subjects consisted of 101 male schoolchildren who 
were 15 years old (range, 14—16 years) when originally 
tested in 1978—1979. They were Caucasian, with one 
exception, and were selected from three schools in En- 
gland. School 1 was a secondary modern school (with 
academically poorer children), school 2 was a gram- 
mar school (with academically better children), and 
school 3 was a comprehensive school (with academi- 
cally unselected children). Volunteers were sampled 
from these three schools (3196 [N31], 1496 [N14], 
and 55% [N56], respectively) in proportions that 
would yield a representative cross-section of children 
in terms of academic and social backgrounds. The 
catchment area for school 1 consisted largely of lower 
and middle working class neighborhoods, for school 2. 
. residential and rural neighborhoods, and for school 3 
mixed neighborhoods. Written informed consent was 
obtained from parents and subjects. 

Subjects underwent psychophysiological testing dur- 
ing the period 1978—1979. In December 1988 searches 
were made for all subjects at the computerized central 
Criminal Records Office in London. We found that 17 
of the 101 subjects had a criminal record. One subject 
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had been found guilty of theft 3 months before psy- 
chophysiological testing; this was not known at the 
time of testing. All other criminal offenses had oc- 
curred after testing. Five of the 17 had been impris- 
oned at some time after psychophysiological testing. 
Crimes recorded in the Criminal Records Office are 
serious offenses (22) and do not include trivial offenses 
such as traffic violations. 

Subjects with a criminal record were compared to 
the other 84 subjects on age and a number of social 
variables of relevance to delinquency and crime. The 
difference in age between the two groups was margin- 
ally significant (meancSD ages=14.8+0.5 and 14.6+ 
0.4, respectively; t=— 1.96, df=99, p<0.06, two-tailed). 
While subjects with a criminal record were from 
slightly lower socioeconomic backgrounds, as assessed 
by the Office of Population Censuses and Surveys’ clas- 
sification of occupations (23) (criminals=3.5, non- 
criminals=2.9 [1=professional, 6=unskilled]), this 
difference was nonsignificant (p<0.16, two-tailed). A 
residential classification was made on the basis of 
whether subjects resided in areas of high crime (hous- 
ing developments) or of low crime (residential areas 
and rural areas). As expected, more of the criminal 
group than the noncriminal group tended to reside in 
areas of high crime (41% [N=7] versus 24% [N=20]; 
tau=0.15, df=1, p<0.07, two-tailed). 


Procedure 


The orienting paradigm consisted of a sequence of 
nine pure tones of 1,000 Hz, for 10 sec, with 25-msec 
rise and fall times, 65 dB, and randomized interstim- 
ulus intervals (mean=42 sec, range-34—50 sec). 
White noise at 52 dB (provided by the audio amplifier) 
was used to mask out extraneous sounds. Further de- 
tails may be found in the report by Raine and Venables 
(16). 

Bilateral skin conductance was measured from bipo- 
lar leads on the medial phalanges of the second and 
third fingers by using Beckman silver-silver chloride 
electrodes and 0.5% potassium chloride in 2% agar- 
agar as electrolyte. Both channels were recorded with a 
Grass model 7D polygraph. A constant-voltage system 
(24) was used in configuration with Grass 7P1 pream- 
plifiers and 7DA driver amplifiers. Amplification al- 
lowed identification of all skin conductance responses 
higher than 0.05 uS. Data were lost for four subjects 
for right-hand skin conductance and for eight subjects 
for left-hand skin conductance because of high elec- 
trode impedances. 

Heart rate was recorded by using Beckman silver- 
silver chloride electrodes and a standard Lead 1 elec- 
trode configuration, with Cambridge electrode jelly 
serving as electrolyte medium. Heart rate was recorded 
on an eight-channel Grass model 7D polygraph with a 
7P4 ECG preamplifier and a 7DA direct-current driver 
amplifier. 

Individuals were tested in a light- and sound-atten- 
uated laboratory room held at a temperature of ap- 
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proximately 21 °C. Each subject was familiarized with 
the equipment, electrode application, and general na- 
ture of the experiment. He was then told that a 2- 
minute period would follow when nothing at all would 
happen, after which he would hear a series of inter- 
mittent tones (orienting paradigm). Headphones were 
then placed in position and the sequence was initiated. 

A skin conductance orienting response was defined 
as an increase in conductance of more than 0.05 pS 
within a latency window of 1—3 sec after the stimulus. 
An overall amplitude measure was defined by averag- 
ing all amplitudes to the nine stimuli. The frequency 
measure consisted of the number of responses to the 
nine stimuli. A dichotomy was constructed by dividing 
subjects into those who had no skin conductance re- 
sponse to any of the stimuli (nonresponders) and those 
who had at least one response (responders). 

Heart rate responses were recorded on magnetic 
tape and analyzed off-line on a PDP 11-40. For each 
trial, heart rate was sampled for 5 sec before and 20 
sec after the stimulus. Data were analyzed with a time 
series analysis program that takes account of the ef- 
fects of sinus arrythmia on phasic heart rate data (25). 
The output of this program consists of 40 poststimulus 
t values, the size of which indicates the significance of 
the change in heart rate (from baseline rate) after ex- 
posure to the stimulus for 40 half-second intervals. 

In order to derive scoring windows for heart rate 
responses, t values were averaged over subjects to de- 
rive a group response curve. Inspection of this curve, 
together with the curves of 15 individual subjects 
drawn at random from the subject pool, guided the 
construction of four scoring windows for the two de- 
celeratory responses (D1 and D2) and the two accel- 
eratory responses (À1 and A2), as follows: D1=0.5— 
2.0 sec, D2=2.5—13 sec, A1—1—8 sec, A28.5—20 sec. 
Further details on the rationale for constructing these 
windows may be found in the report bv Raine (21). 
The t values were then averaged over trials for each 
subject, and computerized searches were made for the 
maximum responses within the specified time windows. 
While acceleratory responses were indicated by nega- 
tive t values, for the purposes of statistical analyses, 
these values were transformed to take on the same sign 
(positive) as the deceleratory responses. Except when 
stated differently, all tests of significance are two-tailed. 


RESULTS 


Frequency data for skin conductance responses for 
left and right hands are displayed in table 1. A Group 
(criminal versus noncriminal) by Hand (left versus 
right) repeated measures analysis of variance (ANOVA) 
a nean nt main gii for Group, indicating 
a significantly smaller frequency of skin conductance 
responses in the group with criminal records. All other 
effects were nonsignificant. 

Amplitude data for skin conductance responses are 
also presented in table 1. A repeated measures ANOVA 
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TABLE 1. Skin Conductance Responses to Nine Intermittent Au- 
dio Tones in 15-Year-Old Male Subjects Who Did or Did Not Have 
Criminal Records at Age 24 


Criminals* Noncriminals* 
Measure Mean SD Mean SD 
Number of responses? 
Left-hand 1.60 1.50 322 2.7/0 
Right-hand 2.06 1.80 3.34 2.70 
Amplitude (5) 
Left-hand 0.06 0.07 0.13 0.17 
Right-hand 0.07 0.09 0.13 0.16 


“For criminals, N=15 for left-hand data and N=17 for right-hand 
data; for noncriminals, N=78 and 80, respectively. 

^A Group by Hand repeated measures ANOVA revealed a signifi- 
cant main effect for Group (F=4.6, df=1, 88, p<0.04). 


on left- and right-hand amplitudes revealed a trend for 
the Group effect (F=3.09, df=1, 88, p<0.08), suggest- 
ing smaller amplitudes in the group with criminal rec- 
ords. All other effects were nonsignificant. 

Five of 17 subjects with criminal records (29%) 
were electrodermal nonresponders on the right hand, 
compared to eight of 80 subjects without criminal rec- 
ords (10%). The proportions of nonresponders for the 
left hand were 33% (N=6) and 10% (N=8), respec- 
tively. The relationship between criminal status and 
lack of electrodermal response was significant in both 
cases (right hand: tau=—0.21, df=1, p<0.02; left hand: 
tau- —0.24, df=1, p<0.01), indicating a higher prev- 
alence of lack of response in criminals. 

Data for the four heart rate orienting responses are 
given in table 2. A three-way Group by Component 
(deceleration versus acceleration) by Period (early ver- 
sus late) repeated measures ANOVA revealed a signifi- 
cant Group by Component by Period interaction. The 
group with criminal records h- ! smaller responses 
than the other subjects for D1 and A2 but not for D2 
and A1. 

In order to assess whether differences in age, resi- 
dence, socioeconomic class, and academic ability could 
mediate relationships between psychophysiological 
variables and criminal status, correlations were calcu- 
lated between these variables and all psychophysiolog- 
ical measures. All correlations (r) were low and nonsig- 
nificant (—0.16 to 0.09; p>0.10). It does not appear 
likely, therefore, that these social and demographic 
factors induced any changes in autonomic nervous sys- 
tem activity that rendered artifactual results concern- 
ing criminal status. 

Raine et al. (26) have demonstrated that our subjects 
with criminal records had lower electrodermal, cardio- 
vascular, and cortical arousal than the other subjects 
before initiation of the -rienting paradigm. To ascer- 
tain whether the two d ‘icits of arousal and orienting 
observed in this population of subjects with criminal 
records represented separate or related processes, heart 
rate level was entered as a covariate in the multivariate 
ANOVA (MANOVA) for heart rate responses, and 


skin conductance level was entered as a covariate in 
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ORIENTING DEFICITS AND CRIMINAL BEHAVIOR 


TABLE 2. Heart Rate Responses to Nine Intermittent Audio Tones 
in 15-Year-Old Male Subjects Who Did or Did Not Have Criminal 
Records at Age 24° 


Heart Rate Response” 


Criminals Noncriminals 

Heart Rate (N= 17) ___(N=84) — 
Measure Mean SD Mean SD 
Deceleration 

D1 0.73 0.70 0.94 0.50 

D2 1.10 0.80 1.00 0.70 
Acceleration 

Al 0.69 0.60 0.65 0.70 

A2 0.36 0.60 0.65 0.80 


“Significant Group by Component (deceleration versus acceleration) 
by Period (early versus late) interaction (F=6.1, df:« 1, 99, p<0.02). 
PExpressed as t values. 


the MANOVA for number of skin conductance re- 
sponses. In both cases, results were unchanged. The 
previously significant Group by Component by Period 
interaction for heart rate response remained significant 
(F=6.1, df=1, 99, p<0.01, one-tailed test), as did the 
main Group effect for number of skin conductance 
responses (F=3.0, df=1, 86, p<0.05, one-tailed test). 
The response deficit in the subjects with criminal rec- 
ords is, therefore, not a function of lower physiological 
arousal, 


DISCUSSION 


Our results support the hypothesis that deficits in 
skin conductance and heart rate orienting in 15-year- 
old subjects are related to criminal status at age 24. As 
suggested by previous research (16), measures of num- 
ber of skin conductance responses produced stronger 
effects than measures of amplitude of skin conductance 
responses. This may be because of the higher reliability 
for the former and the fact that it is less affected by 
thickness and hydration of the stratum corneum and 
number and size of sweat glands relative to amplitude 
data. The effects for smaller heart rate responses in 
subjects with criminal records were confined to the 
early deceleratory (D1) and late acceleratory (A2) re- 
sponses and were weaker than the effects for the elec- 
trodermal system. While smaller deceleratory re- 
sponses could be explained by a floor effect (subjects 
with criminal records have lower heart rate levels), it 
should be noted that such an explanation cannot ac- 
count for the finding of smaller acceleratory responses. 
This appears to be the first observation of any differ- 
ence in heart rate response between subjects with and 
without criminal records and lends some limited con- 
verging support to the skin conductance data in indi- 
cating a general orienting deficit in subjects with crim- 
inal records. 

Smaller orienting activity in the subjects with crim- 
inal records in this passive attention task is consistent 
with the notion that individuals with antisocial per- 
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sonality disorder and individuals with criminal records 
have a deficit in the allocation of attentional resources 
to external stimuli (16). Such a deficit may explain 
some early social and cognitive impairments in antiso- 
cial individuals, such as poor academic work, antiso- 
cial school behavior, and difficulties in sustaining 
training courses and jobs (27). It should be noted, 
however, that these same subjects with criminal rec- 
ords are found to show enhanced event-related poten- 
tials to target stimuli (28); this indicates that criminals 
can show enhanced attention when the task at hand is 
motivating and involves active attention, as opposed to 
the passive attention required in this orienting task. 
One practical implication is that therapeutic interven- 
tion into childhood and adolescent conduct disorder 
may usefully focus on these latent attentional abilities 
(29). Although there is extensive experimental evi- 
dence for the notion that autonomic orienting directly 
reflects attention. (30), future prospective research 
could usefully employ both psychophysiological and 
behavioral measures of attention to verify the impor- 
tance of an attentional deficit in the development of 
criminal behavior. 

While children with conduct disorder and hyperac- 
tivity disorder have impairments in attention, it ap- 
pears that only children with conduct disorder have 
both lower autonomic arousal and cognitive atten- 
tional deficits (31). Although possession of only one of 
these two deficits may not result in conduct disorder 
severe enough to result in later criminal behavior, pos- 
session of both may strongly predispose an individual 
to later criminal behavior. 

The possibility that the orienting deficit has an arti- 
factual basis requires consideration. First, smaller ori- 
enting activity may be a result of underarousal. This 
possibility can be ruled out by the finding that orient- 
ing deficits were independent of lower arousal levels in 
subjects with criminal records. Second, it is possible 
that smaller skin conductance responses in subjects 
with criminal records are an artifact of cornification 
and abrasions of the skin. No such skin damage was 
observed in any of the 101 subjects tested, however, 
and such an effect would not account for the deficits 
observed in the subjects! smaller cardiovascular re- 
sponses. Third, it is conceivable that drug abuse could 
account for smaller responses. However, the drugs 
most commonly available to this age group in England 
during the late 1970s consisted of cannabis and am- 
phetamines. Since the latter is a stimulant and the for- 
mer is known to increase heart rate, it is unlikely that 
drug abuse could fully account for smaller responses in 
the subjects with criminal records. Four other factors 
(age, area of residence, socioeconomic class, and aca- 
demic ability) were all found to be unrelated to re- 
sponse measures. 

The finding of a higher rate of skin conductance non- 
response in the subjects with criminal records (3196) 
than in the other subjects (10%) is the first report of a 
higher prevalence of nonresponse in this group. The 
rate of 31% compares to a figure of approximately 
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40%-50% for schizophrenic patients and approxi- 
mately 10% for normal control subjects (32). One im- 
plication of this finding is that electrodermal nonre- 
sponse does not appear to be specific to schizophrenia. 


It must be emphasized that prospective research can- 


not fully elucidate causality. In particular, it is possible 
that other factors not measured in this study, such as 
early social stress, may underlie the link between ori- 
enting deficits and criminal behavior. Given the strong 
evidence for the role of genetic factors in criminal be- 
havior (3, 33) and the fact that the psychophysiologi- 
cal variables in this study are in part genetically deter- 
mined (34-36), it seems possible that the genetic 
predisposition to criminal behavior finds its expression 
to some degree through these autonomic nervous sys- 
tem factors. 


10. 


11. 


12. 


13. 


14. 
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PSYCHOSOCIAL ISSUES 


Black Families in Crisis: The Middle Class, edited by Alice E. 
Coner-Edwards, D.S.W., and Jeanne Spurlock, M.D. New 
York, Brunner/Mazel, 1988, 290 pp., $30.00. 


Most of the psychiatric literature about blacks focuses on 
those with lower socioeconomic status. This is perhaps the 
first volume to consider the mental health status of middle- 
class blacks. The book is divided into six sections dealing 
with different but interrelated subjects. The introduction 
deals with the diversity among middle-class black families in 
education, occupation, income, and socioeconomic status. 
Whether middle-class status has been achieved after humble 
beginnings or has been inherited from several generations of 
middle-class forebearers, all middle-class blacks have to con- 
tend with the rigors of racism. The several different styles of 
adaptation to the pernicious effects of racism are described 
here. 

The first section, The World of Work, traces the historical 
basis of racism and its present-day vestiges. Also considered 
are the effects of racism on blacks in management, restric- 
tions on blacks in policy-making positions, the effects of rac- 
ism on self-esteem, and the personal cost of laboring under 
such stress. l 

Black mate selection is interestingly discussed in section two, 
Male-Female. Relationships. These are considered from the 
woman’s perspective and from the man’s perspective. Rela- 
tionships and aspects of intimacy are the primary concerns of 
these chapters. Recommendations for dealing with teenage 
sexuality are also offered for the parents of adolescents. 

In the third section of the book, Spurlock provides case 
examples in her chapter ‘Stresses in Parenting," and Renee 
R. Jenkins provides recommendations regarding adolescent 
sexuality for parents and professionals. A chapter on the 
growing problem of the aged and the role their children must 
take on (parenting the parent) completes this section. 

The fourth section of the book is given over to educational 
issues. Described are ways in which black children, with the 
aid of supportive, nurturing families, survive personal deval- 
uation in a racist system. Case vignettes, several with a not 
too happy ending, help to illustrate the bewilderment expe- 
rienced by black middle-class parents when their children 
underachieve, act out, or are ill. 

The subject matter in the section on health and illness is 
well chosen. Alcoholism and substance abuse among blacks 
are clearly presented from epidemiologic and class points of 
view, and the point is made that the stereotypical beliefs of 
professionals may play a strong role in diagnostic errors. 
Several of the chapters in this section, however, lack the 
dynamic vitality found in other parts of the book. 

The final section deals with treatment issues. In the lead 
chapter, Elaine B. Pinderhughes reviews much of what has 
already been presented but relates it to general principles of 
treatment. Coner-Edwards and Henry E. Edwards call on 
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their extensive experience in couples therapy and describe its 
usefulness with black middle-class patients. They identify 
four major relationship issues that bring couples in for treat- 
ment: marriage at an early age, failure at intimacy, reenact- 
ment of early relationships, and lack of a "couple ego.” In a 
very good chapter on psychotherapy, Edwards points out 
that although stigma still exists, increasing numbers of black 
patients seek long-term therapy or psychoanalysis. Carefully 
detailed are the challenges black patients face as they pro- 
gress through the usua] steps in therapy such as the thera- 
peutic alliance, transference, and countertransference. 

Equally good is the chapter by Wayman B. Cunningham 
and Edwards on group psychotherapy, which has been a 
valuable tool in the treatment of black patients. The selection 
of patients for group therapy depends on comparable ego 
strengths in the group members, which allows the mixing of 
patients with different socioeconomic backgrounds. Groups 
can also be racially mixed if “the racial issue is not igriored 
and is recognized as a possible resistive phenomenon" (p. 
260). The authors advocate the use of therapist and co-ther- 
apist leaders (preferably a man and a woman) who both 
engage in the screening of patients. 

The final chapter, by Harry H. Wright, deals with the 
treatment of children. The author says that errors in diag- 
noses, which are often based on stereotypical ideas and result 
in errors in treatment, can compound the difficulties suffered 
by children who enter treatment. An identity crisis in the 
absence of a supportive network of family and friends of 
their own race coupled with great expectations of middle- 
class parents can create severe problems for children in 
schools in which they are in the minority. Excerpts of cases 
of evaluated patients and their parents exemplify these dif- 
ficulties. Wright describes both psychotherapeutic and bio- 
logical interventions. 

The similarities between the black middle class and their 
nonblack counterparts is apparent; the authors, however, 
successfully clarify the differences. They depict the effects of 
racism and the drive to achieve, often at the expense of ful- 
fillment and meaningful relationships. This is an easily read 
volume, and although there is some unevenness in the chap- 
ters, it is valuable for any professional who treats black mid- 
dle-class patients. 


CHARLES B. WILKINSON, M.D. 
Kansas City, Mo. 


Falling From Grace: The Experience of Downward Mobility 
in the American Middle Class, by Katherine S. Newman. 
New York, Free Press (Macmillan), 1988, 320 pp., $22.95; 
$9.95 (paper). 


This book presents the reviewer with a paradox: it is so 
informative that it can be recommended to psychotherapists 
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of all theoretical persuasions, but it is also a sobering and 
sometimes depressing book to read. 

Based on two decades of research by the author, an an- 
thropologist, the book reveals the pain of economic disloca- 
tions experienced by members of the middle class, such as 
professionals, managers, skilled workers, and divorced 
women. Their cascading difficulties are presented within a 
framework of cultural analysis. The main thesis is that only 
culture can confer psychological identity and that only cul- 
ture can take it away. All too often this happens in our 
society, in which one-fifth of middle-class citizens in the 
United States experience downward mobility. With that 
comes a loss of identity based on cultural expectations of 
upward mobility, meritocracy, and security within the social 
fabric. People who lose their jobs might suffer a simultaneous 
loss of identity and self-worth. Symptoms, syndromes, and 
social pathology may then follow, including severe anxiety, 
depression, suicide, alcoholism, and divorce. 

It is difficult for members of afflicted families to remain 
optimistic when the breadwinner not only loses a job but 
fails to find a new one within a reasonable period of time. 
Even if a new one is found it may be at a far lower level and 
confer none of the status and positive self-regard provided by 
the former employment. The effects of such a loss, not only 
on the breadwinner but on children and the spouse, are pain- 
fully delineated in this book. 

Falling From Grace should be used by all psychiatrists and 
psychologists as a way of ensuring that an economic-cultural 
evaluation is included in their general assessment. Inade- 
quacy of self-esteem may be traced to major events as well as 
to seemingly trivial events in the financial life of the individ- 
ual. These events must be seen in the light of the person's 
family economic experiences, which have helped shape ex- 
pectations, and the general cultural perspective so clearly 
portrayed by the author. 

In some respects, the poorer classes have quite different 
experiences because of different expectations. Poor individ- 
uals may have developed coping devices such as social net- 
works and government assistance programs. The experience 
of the middle class in other countries, such as Argentina, 
which has suffered the effects of hyperinflation, may be illu- 
minating in understanding the phenomenon of middle-class 
downward mobility in the United States. 

In Falling From Grace, the clinician is not provided with 
any particular strategies to use in psychotherapy with victims 
of downward mobility, but creative ideas of how to tap 
sources of strength and identity may develop during the 
course of treatment. Obviously, feelings of sadness, hope- 
lessness, helplessness, uncertainty, bitterness, and betrayal 
must be confronted and worked through in the therapy. 
Colluding with the patient who seeks treatment in the face 
of economic dislocation in blaming “the system” or vast 
impersonal economic forces may not be a useful tactic. How 
can we help our patients rebuild their shattered self-esteem? 
Several possibilities, including realistic employment ad- 
vice and referral, active support for the demoralization of 
both the individual and the family, and assistance in the 
creation of new elements of identity (if necessary and possi- 
ble) may be the tasks of the therapist working with these 
individuals. 


ARTHUR M. FREEMAN II, M.D. 
Birmingham, Ala. 
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CROSS-CULTURAL PSYCHIATRY 


Rethinking Psychiatry: From Cultural Category to Personal 
Experience, by Arthur Kleinman. New York, Free Press 
(Macmillan), 1988, 237 pp., $25.00. 


Arthur Kleinman, a noted psychiatrist and cultural anthro- 
pologist, has written a remarkable book. In Rethinking Psy- 
chiatry he synthesizes the impressive array of information 
that now constitutes the database of cross-cultural psychia- 
try and uses it to bring into sharp relief basic assumptions 
and biases in much of Western psychiatric thinking. 

Kleinman begins by making a series of assertions about the 
strong biases he feels undergird Western conceptions of psy- 
chopathology. There is, he says, a “tacit model of pathoge- 
nicity/pathoplasticity” in which biology is the pathogenic 
bedrock of psychopathology and the psychosocial and cul- 
tural factors are considered merely epiphenomenal. Specious 
conclusions tend to follow from these misguided assump- 
tions: 1) diagnosis is an act of describing a “natural” state, 2) 
similarities in clinical presentation of psychopathology 
across cultures are more important than differences, and 3) 
all of the “mediating” aspects of the assessment and healing 
of psychopathology, such as language, indigenous value sys- 
tems, placebo effects, and the ritualistic aspects of healing, 
are disparaged and rendered marginal. 

Chapter one, “What Is a Psychiatric Diagnosis?" is a con- 
vincing attack on the assumption that diagnosis involves the 
unambiguous description of a natural state. Consistent with 
the centuries-old meaning of “hermeneutic,” Kleinman views 
psychiatric diagnosis as fundamentally an interpretive act. 
The clinician recasts or translates the patient's illness expe- 
rience into the language of a theoretical model of pathology 
and disease. Because Kleinman has firmly situated the pro- 
cess of diagnosis within the realm of meaning (as opposed to 
a simple empirical discovery), he is able to show how both 
biological and sociocultural factors inevitably influence how 
these meanings come to be and how they are interpreted by 
practitioners. Thus, neurobiology, although not the sole de- 
terminant of psychopathology, nevertheless constrains the 
expression of psychiatric distress and diagnostic interpreta- 
tions of it. Likewise, the clinical presentation of psychiatric 
distress is heavily influenced by the illness beliefs and linguis- 
tic practices of both patient and practitioner, as well as the 
broader value systems of the culture in which the diagnostic 
act is being negotiated. Through an extended discussion of 
"peurasthenia," Kleinman demonstrates in compelling. fash- 
ion the interpretive nature of diagnosis. “What we take to be 
a symptom is a cultural matter," Kleinman concludes, “‘as is 
the assumption that a symptom mirrors a structural defect in 
physiological processes.” 

In the context of the complexities of the diagnostic pro- 
cess, Kleinman has interesting things to say about DSM-III 
and its first cousin, the structured interview. He feels that 
the available evidence suggests that most nonpsychotic psy- 
chiatric distress, rather than being divided into discrete 
syndromes, falls along a continuum of severity marked by 
different admixtures of anxiety and mood disturbance. 
DSM-III, however, reflects the “disease-specific viewpoint." 
In replacing “neurosis” with “clusters of discrete disorders," 
DSM-III “enables the clinician to diagnose overlapping con- 
ditions as independent diseases.” Thus, DSM-III is “theoret- 
ical” in the important sense of implicitly aligning itself with 
a biologically determinist model: “The idea is that each [dis- 
order] has a distinct psychobiology, cause, course, and treat- 
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ment response.” Kleinman then adduces compelling evidence 
that calls these assumptions into question (e.g., the relative 
nonspecificity of many psychiatric treatments). 

In the chapter entitled “Do Psychiatric Diagnoses Differ 
Cross-Culturally?” Kleinman discusses in depth the Interna- 
tional Pilot Study of Schizophrenia (1). He points out that 
the investigators chose to highlight the similarities among the 
patient samples across cultures rather than the equally im- 
pressive differences among them and notes that most patients 
were left out of the study because of strict inclusion criteria. 
He does not deny the well-established fact that certain major 
psychiatric illnesses, such as schizophrenia, organic mental 
disorders, and the major mood disorders, exist in recogniz- 
able form across cultures but stresses that "there is a tacit 
professional ideology that exaggerates what is universal in 
psychiatric disorder and deemphasizes what is culturally 
particular." 

In chapter four Kleinman asks, “Do social relations and 
cultural meanings contribute to the onset and course of men- 
tal illness?" Using the impressive work of Warner (2), who 
showed that the prevalence, admission rate, and outcome of 
schizophrenia vary with fluctuations in the political econ- 
omy, and Mechanic (3), whose work suggests that social 
class, the economy, and the historical forces impinging on 
one's birth cohort are the major determinants of health and 
mental well-being, Kleinman reverses the biological-deter- 
minist argument. Biology, for him, does not tell you much. If 
you want to understand the causes of mental illness you must 
consider the larger social forces that play on the (biological- 
ly) vulnerable individual. The psychobiology of the individ- 
ual is the medium through which these social forces exert 
their pathogenic effects. 

Perhaps the most interesting part of the book is a fasci- 
nating comparison of an initial psychiatric interview con- 
ducted by an American psychiatrist at a teaching hospital in 
the United States with a psychiatric evaluation done by a 
Chinese psychiatrist observed by Kleinman in China. True to 
his anthropological goal of obtaining a rich array of data 
that together offer a picture of depth and validity, Kleinman 
was able to audiotape both interviews, obtain the notes that 
each psychiatrist wrote, and, in the U.S. case, obtain the 
journal entry written by the patient on the night of his initial 
contact with the psychiatrist. In a subtle analysis that re- 
spects the true complexity of the clinical encounter, Klein- 
man shows how professional values and norms profoundly 
affect the ways in which psychiatrist and patient interact, 
what is taken to be clinical evidence, and how this “evi- 
dence” finds its way into case reports and journal articles. 
Both the Chinese and American psychiatrists’ formulations 
of their patients’ problems were clearly influenced by indig- 
enous concepts of psychopathology (e.g., the Chinese psy- 
chiatrist’s concept of “‘neurasthenia” suggested that the pa- 
tient suffered from a physical disease over which she had no 
control and to which she had to adjust), personal factors (the 
American psychiatrist had become interested in bereavement 
and anniversary reactions after his father’s death), and pro- 
fessional norms (the Chinese psychiatrist did not hesitate to 
give prescriptive advice; the American psychiatrist did not 
believe in long-term psychotherapy). In the end, the Ameri- 
can patient, himself a physician, felt that the psychiatrist was 
more interested in a checklist of symptoms and notions of 
pathological grief of questionable relevance to his case than 
in dealing with the complicated yet more important sources 
of his distress (“I don't think he heard me," the patient wrote 
in his diary). Although the Chinese patient "got what she 
-wanted”—advice, diazepam, and a week of rest—Kleinman 
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makes clear that these interventions may not have been in the 
patient's best interest but were clearly in the interest of not 
upsetting the order in the patient's family. 

Finally, Kleinman discusses those aspects of psychiatric 
healing which appear to be similar across cultures. Because 
the psychotherapy research data on therapeutic efficacy seem 
to show that "nonspecific" factors are more important than 
those tied to specific theories of therapy, these should be 
emphasized in medical schools and residency training pro- 
grams—what amounts to teaching a common language of 
healing. For example, the placebo effect, such a potent part 
of our therapeutic armamentarium, should be the object of 
investigation and teaching rather than marginalized as some- 
thing of an embarrassment to Western medicine. It should 
be pointed out, however, that Kleinman's emphasis on the 
particular, culture-bound syndromes of psychopathology is 
inconsistent with his emphasis on the nonparticular, cross- 
cultural similarities among the various kinds of psychother- 
apeutics. Can he not be accused of stressing the universal at 
the expense of the particular when it comes to the healing 
side of the psychiatric equation? A plausible argument could 
be made that just as psychopathology is filtered through the 
meaning systems of the person in a particular culture, so the 
healing of psychopathology is filtered through such meaning 
systems and can be conceived only artificially as being inde- 
pendent of them. 

All in all, Kleinman has written a very important book. He 
convincingly argues that the social sciences have a central 
place in psychiatric research, teaching, and practice. One 
fears that such an important voice in contemporary psychi- 
atry may fall victim to the very thing he attacks: to be mar- 
ginalized and “not heard" because of our profession’s con- 
tinuing romance with biology and rejection of social science. 
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In Search of Self in India and Japan: Toward a Cross-Cul- 
tural Psychology, by Alan Roland. Princeton, N.J., Princeton 
University Press, 1988, 368 pp., $25.00. 


This is an interesting and revealing book comparing psy- 
choanalysis in the United States with psychoanalysis in India 
and the supervision of psychoanalysis in Japan. Roland in- 
cludes clinical vignettes that make the book easier to read. 
Roland rightly contends that the theoretical views of Euro- 
pean and American psychoanalysts are Western-centric. This 
has been pointed out before by cross-cultural therapists. 

In the introduction, Roland discusses “The Familial Self, 
the Individualized Self, and the Spiritual Self." He uses these 
terms to explain the differences he has found in India and 
Japan. Other Western behavioral scientists have assumed 
that the U.S. model of psychological development exempli- 
fies progress in becoming industrialized and civilized and 
that the Asians are less developed and will ultimately develop 
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like Westerners (should their nations progress). In contrast, 
Roland points out that there are different stages of psycho- 
logical development related to social and cultural issues. In- 
timate relationships are far more unstable and precarious in 
the United States than in India and Japan. In the United 
States, dependency needs as well as interdependency needs 
are suppressed. 

In discussing the psychoanalvsis of individuals in the 
United States and India and in supervising the therapy in 
Japan, the author focuses keenly on the different relation- 
ships between mother and child and, later, father and child in 
the three cultures. 

Eastern and Western customs differ, for example, in mar- 
riage. In the United States, people freely choose their partners 
on the basis of romantic love and equality of the sexes, and 
the emphasis is on the nuclear family. In contrast, relation- 
ships in the East are more often arranged, and the nuclear 
family is a part of the extended family. “The basic cultural 
conceptions of human nature and relationships, and the ac- 
tual social patterns, are profoundly different in Eastern so- 
cieties from those of the West" (p. 13). 

Roland describes the Eastern idea that the infant and 
mother are of the same substance and therefore intrinsically 
connected. Weaning does not take place (except recently in 
Japan) until the second or third year. There is a sensual, 
physical closeness in the handling and caring of the child, 
who is rarely left alone. Thus, in India and Japan separation 
and aloneness are to be avoided at all costs. "Dependence 
and interdependence are far more valued and cultivated than 
autonomy and separation" (p. 232). In the United States, 
however, which values individualism, separation-individua- 
tion are fundamentally geared to the highly valued individ- 
ualized self. Roland correctly understands that child rearing 
in India and Japan fosters a “‘we-ness” and that the boy or 
girl is thus a part of the interdependent extended family. 
Adolescence is oriented toward the development of a rela- 
tional, familial self. 

Of course, one might quarrel about invoking the concept 
of self when talking about interdependence and family ties. 
One might just as easily talk about the stronger sense of 
family in the East. Here one is reminded of I. Arthur Mirs- 
key's experiments with monkeys: he was able to show that 
there is such a thing as social facilitation. Two monkeys with 
limited IQs could solve tasks; neither one alone could. This 


. leads to the concept of strength in the functioning of social 


groups. 

In discussing Erik Erikson's contribution to psychoanal- 
ysis, Roland acknowledges that Erikson interrelated social, 
cultural, and historical dimensions with the various needs 
and challenges of the life cycle. In Roland's view, the prob- 
lem is that cross-cultural and psychohistorical interdiscipli- 
nary work in India and Japan shows that the Eriksonian 
approach to psychosocial development does not fully work; 
it is based too exclusively on Western data. Erikson omitted 
what is paramount in the East, “‘such as the child's reaction 
to the active encouragement of dependency needs in the ear- 
lier phases of childhood, and the child's negotiation of the 
severe crackdown on behavior in familial hierarchical rela- 
tionships from ages four or five through adolescence" (p. 
314). 

The main stumbling block to abandoning the Western- 
centric approach is the lack of psychoanalytic therapy in 
other cultures, such as African, Ásian, Melanesian, Eskimo, 
or American Indian. It certainly may be very relevant in un- 
derstanding psychosocial development in India to realize, as 
the author points out, that there is a narcissistic need to gain 
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the respect of father and family and to reflect well on them 
and that strong feelings of conscience inhibit any direc: ex- 
pressions of ambivalence to the father. These are samples of 
the author's thoughtful reflections about the differences be- 
tween the East and West. For these reasons, although I do 
not entirely agree with some of his conclusions, I would 
recommend this book as a source of information about psy- 
choanalytic therapy in India and Japan. Of course, there are 
limitations to his observations in Japan because he was 
mainly supervising the work of psychoanalytic therapists. In 
addition, some issues of importance are lost in the transla- 
tions from Japanese to English and vice versa. 

The reader can learn much about cultural differences in 
this book. It is a thorough and scholarly attempt to review 
the literature and to incorporate Roland's clinical work. This 
is the strength and weakness of this contribution: so much of 
the clinical insights are based on the psychodynamic under- 
standing of conflicts in patients. Thus, one does not learn 
about social learning aspects of behavior in the East, anc the 
biological issues are also ignored. 

I am reminded of the sage discussion of Rabbi Hillel in 
Ethics of Our Fathers (35 B.C.): “IE I am not for myself, who 
will be for me? And if I am only for myself, what am I? And 
if not now, when?" Rabbi Hillel pointed out the importance 
of interdependency, family relationships, and concern for 
others. I wonder if in our modern individualistic concerns we 
have lost an important aspect of social relationships? 


JOE YAMAMOTO, M.D. 
Los Angeles, Calif. 


Psychiatry Around the Globe: A Transcultural View, 2nd 
ed., by Julian Leff. London, Gaskell (Royal College of ?sy- 
chiatrists), 1988, 222 pp., £10.00 (paper). 


Despite its travelogue title, this is a marvelous, fast-paced, 
fascinating book. The author, a leading British cultural psy- 
chiatrist, notes that psychiatrists share many beliefs and as- 
sumptions that appear to be true. Using a comparative (trans- 
cultural) approach and a global perspective, Leff attempts 
"to bring to light the assumptions underlying the psycaia- 
trist’s view of illness and treatment and to question them.” 

The book is divided into five parts, each of which strives to 
answer a basic question about psychiatric conditions: 1) Are 
they manifested similarly in different cultures? 2) Do they 
have the same frequency in different cultures? 3) Are they 
treated differently in different cultures? 4) Do they have dif- 
ferent courses in different cultures? and 5) What is the effect 
of migration? 

The book is full of interesting facts and insights. For ex- 
ample, hallucinations may be much more common in the 
general population than we suspect and appear to be linked 
with social class and religious affiliation. The Western pat- 
tern of expressing unpleasant emotions in psychological 
terms is more recent than the pattern of somatic expressions. 
The cost of valuing highly the uniqueness of the individual’s 
inner experience is an attenuation of bonds between peoole, 
such as the replacement of the nuclear family by the single- 
parent family. Jesus’s healing technique contained all the el- 
ements common to exorcisms of the mentally ill by nazive 
healers throughout the world—namely, displacement of the 
pathogenic devils from the patient to animals who subse- 
quently died and use of water as a cleansing agent to wash 
away the spirits. Rauwolfia serpentina, an effective antipsy- 
chotic agent, has been used for several thousand years by 
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healers. Western psychiatrists began using it in 1954 but 
abandoned it because some patients became severely de- 
pressed. "Subsequently, the opinion has been growing that 
chlorpromazine and its derivatives also produce depression 
in a substantial proportion of patients, so that it is possible 
that R. serpentina was not given a fair chance to compete 
with the phenothiazine drugs” (p. 140). 

Leff’s greatest contribution is his ability to put the flesh 
and bones back into cultural psychiatry, a field that has be- 
come bogged down lately with highly intellectual constructs. 
] found it refreshing not to come across any references to 
hermeneutics, semiotic systems, archaic tropes, or discursive 
transformations. Leff’s book can and should be read by all 
psychiatrists, especially those who are steadfast proponents 
of a particular “model” or system. Maybe not everything is 
relative, but a heck of a lot is. 

Psychiatry Around the Globe is not a magnum opus like 
Murphy’s Comparative Psychiatry (1). Nor is it a textbook 
or a work that advances radically new ideas. It is, however, 
a book about clinical psychiatry that invites readers in a most 
agreeable way to examine their basic assumptions about the 
causes, courses, and treatments of mental illness. I recom- 
mend it especially to psychiatric residents whose training is 
deficient in an appreciation of the sociocultural foundations 
of psychiatry. 
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Oedipus in the Stone Age: A Psychoanalytic Study of Mas- 
culinization in Papua New Guinea, by Theodore Lidz and 
Ruth Wilmanns Lidz. Madison, Conn., International Uni- 
versities Press, 1989, 228 pp., $25.00. 


Like a handful of psychiatrists and psychoanalysts fasci- 
nated by the challenging discrepancies of primitive people's 
beliefs compared with our Western perspective, the authors 
of this book, distinguished members of the Yale University 
Department of Psychiatry, study the rituals of masculiniza- 
tion of boys in at least 10 tribal groups of the island-nation 
of Papua New Guinea. The book consists of 12 chapters, and 
more than 200 references (with some important omissions) 
buttress the research effort. 

The peoples of Papua New Guinea are divided into a host 
of tribal societies that are rather a conglomeration of clans or 
larger phratries having a common language, common cus- 
toms, and the belief in a common primal ancestor or ances- 
tors who lived in mythical times. In many, perhaps most,.of 
the tribal groups, the husband does not live in the hut of his 
wife and children but sleeps in the men's hut because of fear 
of contamination from his wife's sexual secretions and em- 
anations and her emasculating and devitalizing qualities. The 
man's primary loyalty is not supposed to be to his wife and 
children but to the men's cult into which he is initiated before 
he reaches puberty. 207 

Children in Papua New Guinea spend the first 15 years of 
their lives with their mothers. Thus, the repression or reso- 
lution of the oedipal complex occurs much later in childhood 
or in early young adulthood. This process can be brutal in- 
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deed. Every night throughout many weeks during the period 
of initiation, sacred flutes (the voices of the spirits and an- 
cestors of the tribe) resound like mythical birds through the 
hills, creating an atmosphere of eeriness and fright that pre- 
sides over most of the rituals. One day the boys are bunched 
together and rushed down the mountainside, crashing 
through the bush, while the adults surround them shouting 
and chanting. Naked men stand on the river exhibiting their 
erect penises and masturbating; then they push rolls of razor- 
sharp leaves up and down the boys' nostrils until blood 
gushes into the water, an act greeted with shouts of approval 
from the onlookers. Next, the initiates have a length of cane 
thrust down their esophagus and drawn back and forth until 
they vomit into the water. Later, the young men undergo 
several forms of phallic mutilation, are tied down to the 
shoulders of strong men, and make their way uphill to the 
hamlets. Once in the men's hut, the secret of the sacred flutes 
is disclosed to them. The initiates are then subjected to di- 
etary restrictions. They are told to despise, dismiss, and mis- 
treat the women in the tribe, to see them as beasts of burden. 
Thus the boys are symbolically reborn as men. Women can 
give birth to children, but only men can give birth to men. 
The vomiting and the nose bleeding, which at least in some 
places are clearly referred to as male menstruation, are said 
to rid the boy of any dangerous menstrual blood he might 
have inadvertently ingested with the food his mother pre- 
pared for him. The possession of the flutes (phallic symbols) 
and the rituals that influence the ancestral spirits bestow on 
men the control of fertility, thus balancing the natural cre- 
ativity of women. The masculinization process is accentuated 
by forced homosexual relationships, first in the form of “‘in- 
semination" or fellatio and later in open, highly eroticized 
homosexual encounters. This will not lead to effeminate dis- 
position but, rather, to warrior-like, strong, masculine be- 
havior. The boy's emotional separation from his mother, his 
identification with the men, and his internalization of a su- 
perego in the form of the male mores and ethos are largely 
the tasks of the men's cult. The differences between this and 
similar traditions in Western societies are obvious. However, 
in spite of this gigantic deployment of masculinity aimed at 
erasing the powerful effects of 15 years of maternal domi- 
nance, there is strong ambiguity in the perception of the 
women’s role in the tribe’s social structure as well as in the 
symbolism of myths and some preserved customs. Raised in 
the mother’s home, children receive lengthy and strongly 
eroticized nurturance from her and gain a core feminine 


' identity in the absence of an interposing paternal figure. 


The authors recognize that they cannot discuss the Papua 
New Guinean boy’s defeminization and masculinization in 
terms of preoedipal and latency periods. In their view, the 
understanding of the various practices in Papua New Guinea 
serves to accentuate the recognition that confusion of gender 
identity, homoerotic object investment (cathexis), and fear of 
or hostility toward women (in short, family transactions) 
play a decisive role in the etiology of homosexuality. 

The questions ratsed by this book and its central thesis are 
numerous indeed. What are the actual contrasts regarding 
the achievement of identity in the adolescent girls in the same 
tribal groups? Why, if there is a dichotomous world view, are 
there also bridge concepts that “‘vitiate” or cloud this all- 
encompassing quasi-cosmogony? Can the homosexual in- 
semination be considered a reflection of a fear of intercourse 
as sacrifice? Is there any value to the concept of incomplete 
repression of the childhood Oedipus complex here? Is there 
any indication of potential psychological sequelae in the 
fragmented family unit or its impact on the perpetuation of 
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the social isolation of these tribal groups? In addition to the 
illness concept or etiology based on female pollütion, do 
these groups have other ways to explain illness and disease? 
Does the ambiguity of the authors! academic explanations 
cloud the symbolic meaning of the rituals, the blatant lies 
regarding the origin of the flutes, and the reasons for the 
boys' punishment? Is it possible that Papua New Guinean 
warriors view their enemies as women so that their hostility 
and animosity could then be appropriately channeled (and 
understood)? 

The first chapter of the book is an apologia. In it the 
authors state its major endeavors. After reading the book, 
one has certainly learned more about the customs and beliefs 
of Papua New Guineans and understands better how diver- 
gent basic assumptions and reasoning play a major role in 
tensions and conflicts. The reader also realizes, however, that 
the chronological differences and blatant discrepancies of the 
oedipal transition between primitive and Western cultures 
only confirm the difficulties of generalizing psychoanalytic 
concepts. There is not much material in the book about the 
functions of mourning and the influences of the dead on the 
living and about how the reasons for the almost universal 
human need to believe in a life after death can be applicable 
or inferred from the findings. It is difficult to find clear-cut 
explanations of the relationships between sorcery or witch- 
craft and paranoid delusions or of the way in which sorcery 
can serve as an integrative rather than a disruptive force for 
both the society and the individual. Further, it sounds far- 
fetched to assume that cargo cults may contribute to the 
understanding of international tensions and conflicts or even 
to the genesis of severe psychopathology, including schizo- 
phrenic disorders. It is difficult to accept the idea that homo- 
sexuality is derived primarily from tribal customs, since, if 
anything, almost the opposite occurs in the tribes studied. 
Furthermore, the psychoanalytic theory of homosexuality 
has been practically relegated to a fascinating intellectual 
exercise without solid scientific foundations. Concepts such 
as "family transactions" and "human condition" remain too 
vague to be heuristically relevant, and the assumptions that 
Papua New Guineans are “left bereft of the emotional rela- 
tionship and sexual satisfaction that alleviate life's tribula- 
tions for many persons in other societies” is just an adven- 
turous hypothesis. One wonders if this is less the result of 
actual field work than of a creative use of the “accounts and 
cogitations of those who have studied one or more of the 
cultures intensively." The authors went to Papua New 
Guinea in 1971, read many books, and wrote at least half a 
dozen related papers in the 18 intervening years. In this book 
they present an intellectual exercise that leaves us with many 
more questions than answers to think about. 


RENATO D. ALARCON, M.D., M.P.H. 
Birmingbam, Ala. 


CULTS AND MIND CONTROL 


Combatting Cult Mind Control, by Steven Hassan. Rocbes- 
ter, Vt., Park Street Press, 1988, 226 pp., $16.95. 


Steven Hassan is a counseling psychologist with 12 years 
of experience working with former members of various cults, 
especially the Unification Church. He has written a readable 
overview of the methods used by such organizations to re- 
cruit and indoctrinate new members. He also describes tech- 
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niques that can help individuals break away from cultic in- 
fluences. His book is based on personal experiences, first as 
a recruit, then as a member and recruiter for the Unification 
Church, then as a breakaway or renegade from it, and finally 
as an “exit-counselor” for other refugees from cults. In the 
last capacity Hassan has helped hundreds of people to leave 
cults. He has also reviewed the literature on the techniques of 
mind control, coercive persuasion, thought reform, and the 
like. The result is this book, which provides a useful collec- 
tion of information and sound practical advice about cult- 
related issues in contemporary life in the United States. 

In the first two chapters Hassan introduces us to himself, 
a former member of the Unification Church who is now a 
practitioner of exit counseling. He defines exit counseling as 
an intervention less extreme than deprogramming and de- 
scribes a typical undertaking of this type. Destructive cults 
are typified, with particular reference to the Unification 
Church, and the techniques they use to attract and maintain 
membership are described. In recounting his experiences in 
the Unification Church and after his departure from it, Has- 
san spells out the process whereby he learned about mind 
control and his gradual return to normal life. These experi- 
ences led to his decision to become a professional helper of 
other cult victims. 

On the basis of his personal experience, plus information 
derived from thousands of clients and other veterans of the 
cult wars, Hassan describes four major types of cults (reli- 
gious, political, psychotherapy-educational, and commer- 
cial), the methods used by each to recruit and control mem- 
bers,. and certain universal themes of cult activity. In 
explaining the mechanism of social control used by these 
groups, he summarizes some basic principles of social psy- 
chology, behavior modification techniques, and the now fa- 
mous experiments in group dynamics by Asch and Milgram. 
Hassan also refers to the writings of Hunter, Lifton, and 
Schein in distinguishing mind control, which he considers to 
involve hypnotic processes combined with group dynamics, 
from brainwashing, which he defines as employing real or 
threatened physical abuse. 

The elements of mind control are seen as similar to the 
three components of behavior modification outlined in Fes- 
tinger’s cognitive dissonance theory (control of behavior, 
control of thoughts, and control of emotions). To these, Has- 
san adds a fourth element regularly used by destructive cults: 
control of information. Case reports of several individuals 
whose experiences in different cults characterize the variety 
and similarities of the cult experience are given. Although my 
own terminological preferences and theoretical formulations 
with respect to cults are different from Hassan’s, our under- 
standing of the power and potential harmfulness of the 
forces involved are not dissimilar. 

In the remainder of the book, Hassan offers advice based 
on principles of consumer education to help individuals dis- 
tinguish between benign organizations and destructive cults. 
He advises people who have been approached by a recruiter 
to ask many searching questions about the group’s leader- 
ship, membership, and doctrine. To help friends or relatives 
rescue a loved one from a cult, he provides a guide to exit 
counseling and the keys to successful interventions illustrated 
by case histories. Whether people leave cults because of such 
interventions or because they have been expelled or have left 
voluntarily, Hassan believes they need help in recovering 
from the cult’s control. Some require only information and 
support; others should obtain therapy. Many find it neces- 
sary to seek protection from legal, interpersonal, and some- 
times even violent harassment by the rejected cults. 


? 


943 


BOOK FORUM 


In the appendix, Hassan provides a list of resource orga- 
nizations capable of helping to meet these needs. He calls for 
the appropriation of federal funds for research on destructive 
cults and treatment of their victims. Finally, with a view 
toward prevention, he advocates extensive public education 
on the dangers of cults, and he calls for school courses on the 
psychological principles of mind control and the protective 
technique of critical thinking. 

One is impressed by Hassan’s candor in describing his 
experiences both within the Unification Church and after his 
departure from it, especially his work as an exit counselor. 
Beyond its value as an illuminating personal account, this 
book is an informative and practical guide to cult-related 
issues. It is recommended both to lay persons who wish to 
become better informed on this topic and to professionals in 
health-related fields, clergy, attorneys, judges, and others 
whose responsibilities bring them into contact with cults, 
their members, and the families whose lives are affected. 


LOUIS JOLYON WEST, M.D. 
Los Angeles, Calif. 


Cults: Faith, Healing, and Coercion, by Mark Galanter. New 
York, Oxford University Press, 1989, 224 pp., $22.95. 


The author, a drug-alcohol scholar, became interested in 
cults on hearing that Divine Light Mission members had left 
drugs for prolonged meditation and guru worship. His Di- 
vine Light Mission studies occupy 15% of this book, and 
subsequent studies on Unification Church members take up 
another 4096. 

Galanter found the Unification Church members (““Moon- 
ies”) tightknit, sometimes recruiting through subterfuge, dis- 
trusting outsiders, and prone to "heavenly deception" (i.e., 
lying). The public thought that “Moonies” were brain- 
washed into mindless obedience to Reverend Moon. 

In gaining access to study the Unification Church, Gal- 
anter told leaders that permitting outsiders to study the Uni- 
fication Church would show they had nothing to hide on the 
issues of brainwashing and coercion. But did he tell them he 
would publish findings even if, by chance, they showed that 
sociopathic leaders were systematically manipulating follow- 
ae Would his long-term research have been permitted if he 
had? 

Galanter and his associates were invited to study the 
church, producing mounds of observational and question- 
naire data—the book's strength. But I found many of his 
interpretations of data to be rationalizations for life styles 
that I perceived as alternating between emotional highs and 
coercive dehumanization. 

For one example, Unification Church fund raisers, living 
out of vans, share underwear. Why? “For economy." Is this 
Galanter's conclusion or an official explanation? 

Another example: Galanter discovers Unification Church 
leadership feeding members some fake propaganda; he in- 
vokes systems theory to explain how a system preserves 
itself. 

Yet another example: A church member hardly ever sees 
his wife while he is assigned to fund raising out of town and 
becomes disillusioned. A superior helps him to accept his 
mission. Galanter analogizes the superior to a mental health 
professional in "stabilizing members’ social adaptation." 

Galanter compares Alcoholics Anonymous (AA) members 
learning about founders Bill W. and Dr. Bob to Moonies 
worshipping Reverend Moon as the Messiah. Moonies give 
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up alcohol and drugs—but they also often quit school, give 
away cars and savings to the Unification Church, and lose 
contact with their families. 

Some factual shortfalls: Moon's legal problems arose not 
from filing false tax refunds but from tax fraud with phony 
backdated ledgers created after IRS inquiries. In addition, in 
citing Jeremiah Gutman's concern about Moon bashing, 
Galanter identifies Gutman, who at one time had the Unifi- 
cation Church as his private law firm's largest client, only as 
president of the New York Civil Liberties Union. 

Galanter withdraws his forbearance in brief but biting dis- 
cussions of est, Transcendental Meditation, and Synanon. 
He faults est for keeping researchers out. He almost ignores 
Hare Krishnas and never mentions scientology (coinciden- 
tally, they, too, have been private clients of Gutman). 

Galanter concludes that the villains are deprogrammers, 
riot Moon, and that the brainwashing victims are depro- 
grammed ex-cult-members, not Moonies. He offers two case 
histories: a forensic competency examination he performed 
for the Unification Church after a failed deprogramming and 
a second subject whom he found noncredible. 

He worries that deprogrammings create cult-haters but 
overlooks the fact that after "successful" deprogrammings, 
ex-members do not live in their deprogrammer's shadow but 
tty to rebuild independent lives. 

Galanter defines cults and AA as charismatic groups. 
However, I used his criteria and found the Marine Corps and 
Hugh Heffner with his bunnies to be charismatic groups too. 
Galanter says that new members of charismatic groups expe- 
rience a “relief effect." But some alcoholics do not feel re- 
lieved at AA meetings and quit as soon as they can. If joining 
the Unification Church produces a relief effect, why do so 
few of the people who come to their recruitment meetings 
join? Also, many people experience relief by entering non- 
charismatic groups such as group therapy or support groups 
for ex-cult-members. 

This is a unique but flawed work. It makes for fascinating 
reading, particularly to those interested in the relationships 
that develop between researchers and their subjects. 


JOHN HOCHMAN, M.D. 
Tarzana, Calif. 


FORENSIC PSYCHIATRY 


The Psychologist’s Legal Handbook, by Clifford D. Strom- 
berg, Donna J. Haggerty, Robert F. Leibenluft, Mary H. 
McMillian, Barbara Mishkin, Beth L. Rubin, and Helen R. 
Tilling of the Law Firm of Hogan & Hartson. Washington, 
D.C., Council for the National Register of Health Service 
Providers tn Psychology, 1988, 667 pp., no price given. 


A new cadre of legal specialists has emerged to represent 
all of the players in the new competitive and politicized arena 
of health care, where only lawyers seem to understand the 
rules when push comes to shove. Finding the right lawyer is 
no easy matter, however. The legal terrain of the health care 
industry is both complex and constantly changing; a good 
lawyer must be diligent in matters of law and familiar with 
the special needs of particular players. Clinical psychologists 
have for the past two decades been struggling to establish 
their own special foothold in the health care industry. The 
publication of The Psychologist's Legal Handbook repre- 
sents a bench mark in their efforts. The book demonstrates 
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not only how much they have achieved but also that they 
have found the right kind of lawyer. Clifford Stromberg, the 
principal author of this book, is one of the preeminent law- 
yers in the new field of health care law. He is a partner in the 
prestigious Washington, D.C., law firm of Hogan & Hart- 
son, and several colleagues there assisted him in producing 
this remarkable book. Mr. Stromberg's name is oum to 
many psychiatrists. He served as special counsel to APA and 
is principally responsible for drafting our guidelines on civil 
commitment. More recently he represented psychologists in 
their antitrust suit against the American Psychoanalytic As- 
sociation, a case that now seems to have been settled to 
everyone's satisfaction. 

Stromberg has brought to this new book his high stand- 
ards of legal scholarship, his remarkable ability to do a quick 


study of his client's needs and interests, and his grasp of the 


big picture of the health care industry. Some of the chapter 
headings will indicate how similar are the current legal com- 
plications of the practice of psychology and psychiatry: “‘Li- 
censure, Discipline, and Credentials," “Legal Issues in Hos- 
pital Practice," "Privacy, Confidentiality, and Privilege,” 
“Malpractice and Other Professional Liability," “Dealing 
With Potentially Dangerous Patients,” and “Civil Commit- 
ment." If the professions of psychiatry and psychology ever 
resolve their boundary disputes, they will find on the pages of 
this book many issues of mutual concern on which they 
might well join forces. 

The book is daunting in its detailing of legal complexity, 
particularly if one attempts to read it through from cover to 
cover. The Psychologist’s Legal Handbook is an ambitious 
endeavor. It is not limited to issues of forensic psychology; 
rather, it provides guidance on every kind of legal matter 
that might confront a psychologist. It will serve best as a 
reference book for a psychologist who has a legal problem 
and wants to understand the issues. Psychiatrists will be 
particularly interested in the discussions of legal issues in 
hospital practice; HMO, preferred-provider, and contractual 
econ tips: billing and reimbursement; and the surpris- 
ingly informative and relevant chapter on ethics and psy- 
chology practice. The analysis of what is and is not permis- 
sible in advertising gives a frightening glimpse at how 
ambiguous is the line between what is professional and what 
is commercial. This and other chapters demonstrate how 
well the authors understand the big picture as well as the 
small legal details of health service providers in psychology. 
I have no doubt that this handbook will find its way not only 
to the shelves of psychologists but also to the desks of many 
other lawyers who provide their expertise to the health care 


industry. 


ALAN A. STONE, M.D. 
Cambridge, Mass. 


Clinical Treatment of the Violent Person (1985), edited by 
Loren H. Roth, M.D., M.P.H. New York, Guilford Press, 
1987, 260 pp., $30.00. 


Dr. Roth, a forensic psychiatrist, has compiled a compre- 
hensive set of chapters dealing with the many clinical, legal, 
ethical, and administrative aspects of dealing with violent 
individuals. Although books about violent persons are not 
new, Clinical Treatment of the Violent Person presents the 
current state of our working knowledge on this difficult 
topic. 

The book takes the reader on a journey from the generally 
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familiar environs of typical psychiatric settings, such as the 
psychiatric emergency room, the psychiatric inpatient ward, 
and the psychiatric outpatient office, to the less well-known 
locales of the adult correctional system, the juvenile justice 
system, and a state hospital ward for the developmentally 
disabled. Clinical Treatment of the Violent Person focuses on 
practical clinical issues and is less concerned with current 
research efforts on the prediction of violent behavior. 

The book commences with a discussion of the many -fac- 
tors contributing to and associated with violent behavior. 
Chapters involving treatment issues follow. Psychotherapeu- 
tic, psychopharmacological, and mechanical (seclusion and 
restraint) approaches to the violent patient are detailed. 
Treatments for specific populations are also addressed. For 
example, there is a chapter on a treatment approach using 
behavior analysis and behavioral therapy to treat aggressive 
developmentally disabled patients on a state hospital ward. 
There is also a chapter on the treatment of violent sex of- 
fenders, perhaps one of the most unpopular groups of pa- 
tients to treat. Although few of us will ever treat violent sex 
offenders, this chapter provides an intimate look at the be- 
havioral treatment that can help these patients. Particular 
issues involving violent persons in the criminal and juvenile 
justice system are also described. 

Throughout the book there are many allusions to ethical 
and legal issues. In addition, a law school professor with 
expertise in mental health law highlights some of the most 
controversial and anxiety-provoking problems faced by cli- 
nicians: the Tarasoff duty, predicting future violence, in- 
formed consent, and, perhaps most important to the prac- 
ticing clinician, personal liability. 

Overall, the book’s chapters read well and provide a 
wealth of information on violence. The problem of violent 
patients may very well be the most difficult dilemma clini- 
clans encounter. Whether professionally involved with few 
or many violent individuals, psychiatrists and other mental 
health professionals will find Clinical Treatment of the Vio- 
lent Person a valuable resource. 


GREGORY B. LEONG, M.D. 
Los Angeles, Calif. 


Criminal Court Consultation, edited by Richard Rosner, 
M.D., and Ronnie B. Harmon, M.A. New York, Plenum, 
1989, 321 pp., $49.50. 


This book is the fifth publication in the series Critical Is- 
sues in American Psychiatry and the Law. The series is based 
on presentations at the New York meetings of the Tri-State 
Chapter of the American Academy of Psychiatry and the 
Law and is edited by Richard Rosner, on this occasion with 
Ronnie B. Harmon. The various volumes, and the essays in 
each volume, can be read independently. The first two vol- 
umes discussed a variety of critical issues (1, 2); the third was 
Geriatric Psychiatry and tbe Law (3), and the fourth was 
Juvenile Psychiatry and the Law (4). 

Of the 18 essays in this volume, Criminal Court Consul- 
tation, three deal with competency to stand trial, four with 
criminal responsibility, two with forensic psychiatry clinics, 
two with the presentation of testimony, and one each with 
the use of psychiatric evaluations in sentencing, psychiatric 
consultation to a parole board, police interaction with the 
mentally ill, criminal confessions, neuropsychology evidence, 
evaluation of sex offenders, and psychiatrists and the media. 
The essays adhere, more or less, to the theme of the volume. 
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Some topics are addressed in more than one essay, mai d 
from somewhat different perspectives. The editors say, “The 
planned redundancy is meant to emphasize important topics 
by representing them.” 

The criminal justice system is currently attempting to eval- 
uate its performance in order to streamline its operations and 
coordinate its efforts. Essays in this book are timely and 
pertinent to such an evaluation. Ingo Keilitz, director of the 
Institute on Mental Disability and the Law of the National 
Center for State Courts, criticizes the current mental health 
services available to the courts because they are isolated from 
judicial administration. He recommends integrating the serv- 
ices with the judicial system. Howard Owens, however, sug- 
gests that such integration would lead to problems of control 
and interference. 

Two other essays in the volume are point-counterpoint. 
Robert Sadoff defends the insanity defense, Abraham Hal- 
pern attacks it. One might expect that their interest in the 
topic would wane with time, but in point of fact the older 
they get the more it fascinates them. Over the years the 
amount of scholarly energy expended on the subject of crim- 
inal responsibility has been prodigious and, some would say, 
excessive. 

Robert Lloyd Goldstein discusses “extreme emotional dis- 
turbance” as a criterion for mitigation in prosecutions for 
murder. In this defense, the psychiatrist is called on to ex- 
plain how a particular stressor acted to trigger an acute emo- 
tional reaction characterized by a sudden breakdown of nor- 
mal ego functioning and a loss of customary impulse control. 

A related issue—free will and ‘“‘voluntariness” in confes- 
sions—was involved in Colorado v. Connelly, where the de- 
fendant suffered a command hallucination requiring that he 
confess to the killing or commit suicide. He confessed to the 
police. The Supreme Court ruled that the issue of voluntari- 


ness in confession cases is limited to matters involving police 
coercion. In lawyer-like manner, law professor Michael Per- 
lin dissects the decision. 

Bruce Harry and Niels Beck report in their essay that pa- 
role boards are very unclear about what they expect from 
their psychiatric consultants. The authors find that psychosis 
is the most powerful predictor of parole revocation. 

In his usual lucid manner, Irwin Perr investigates the in- 
teraction of psychiatrists with the media. Forensic situations 
often lead scoop-hunting reporters to flatter or cajole experts 
into offering information or opinions. Perr advises caution, 
citing the old adage, “It is better to be silent, and be thought 
a fool, than to open one's mouth and remove all doubt." 

All in all, the essays are well done, forming one of the 


' better books in the series. Although citations and their place- 


ment could be improved by a uniform style, the essential 
content is timely and stimulating and provides some provoc- 
ative views and insights. The editors should be commended 
for this welcome addition to an interesting and useful series. 
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Organic Mental Disorders and DSM-IV 


Sir: We have been told that in DSM-IV “arbitrary and 
whimsical” revision will be minimized, and the revised clas- 
sification will be made consonant with ICD-10 (1). So as- 
sured, | was surprised by the proposed far-reaching changes 
in the class of organic mental disorders (2). The organic 
category is to be discarded altogether on the grounds that the 
term "organic" perpetuates a false dichotomy, obstructs an 
integrated approach to diagnosis, and implies that the re- 
maining categories in the classification represent nonorganic 
conditions (2). Moreover, two new categories are proposed: 
"cognitive impairment disorders," i.e., dementia and delir- 
ium, and "specific cognitive impairments,” i.e. amnestic, 
aphasia, attention, apraxia, and gnostic (2). The organic 
mood, delusional, anxiety, and personality disorders are to 
be shifted to their “phenomenological home base" and to be 
referred to as "secondary syndromes" (2). This implies that 
the organic mood syndrome would be classified with affec- 


tive disorders, the organic delusional syndrome with psy- ` 


chotic disorders, and so forth. These proposed innovations 
call for a public debate and critical comments. 

Abolition of the organic category would be a radical 
step—one that should not be made lightly. The 1987 draft of 
chapter 5 of ICD-10 states, "The term ‘organic’ . . . does not 
imply that the conditions in other sections of this classifica- 
tion are ‘nonorganic’ in the sense of not having a cerebral 
substrate. In the present context, the term ‘organic’ means no 
more and no less than that the syndrome so classified can be 
attributed to an independently diagnosable cerebral or sys- 
temic disease" (p. 20). If such a clear statement were in- 
cluded in DSM-IV, the issue of false dichotomy would be 
resolved, and the organic category could be retained as a step 
toward the eventual etiologic classification of mental disor- 
ders. The “‘specific cognitive impairments” do not represent 
syndromes, and there is no good reason to include them as a 
separate category. Inclusion of the organic mood and other 
"secondary syndromes" in their "phenomenological home 
bases" would be premature, given the fact that their descrip- 
tive identity with their respective home bases is unproven 
and awaits further research. Such a step would also obscure 
their common etiologic basis. 

A classification reflects the state of the current knowledge 
and needs to be periodically revised. Such a revision, how- 
ever, needs to reflect new findings rather than idiosyncratic 
views. Moreover, radical changes necessitate rewriting psy- 
chiatric textbooks and reeducating psychiatrists, who only a 
decade ago had to absorb the novel features of DSM-III. One 
has to consider the profession's tolerance for such a recurrent 
challenge. The classification of organic mental disorders in 
DSM-III departed radically from that in DSM-I and DSM-II 
(3). The concept of "organic" was redefined so that it no 
longer implies global cognitive impairment (3, 4). Those 
changes reflected clinical observations and were intended to 
stimulate research and facilitate communication. They are 
clearly reflected in the draft of ICD-10 and have been well 


Am | Psychiatry 147:7, July 1990 


received worldwide. To tamper with this classification in a 
major way would create confusion, be at odds with ICD-10, 
and impede communication at a time when the incidence of 
organic mental disorders is on the rise and research on them 
is badly needed. 
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Eye Tics and Subjective Hearing Impairment During 
Fluoxetine Therapy 


Str: Fluoxetine is a recently introduced serotonin re- 
uptake-inhibiting antidepressant. We discuss previously un- 
reported side effects associated with fluoxetine therapy in 
two patients. 


Ms. À, a 33-year-old white woman with depression, was 
started on a regimen of fluoxetine, 20 mg/day. She had no 
significant medical history and no history of hearing def- 
icits, involuntary muscle twitching, or tics. Oral contra- 
ceptives were her only concurrent medication. Three 
weeks after starting fluoxetine, Ms. À began experiencing 
involuntary, paroxysmal contractions of the muscles 
around the lateral aspect of her left eye in the distribution 
of the orbicularis oculi. She noted also the sensation of 
intermittent, paroxysmal diminished hearing in her left 
ear, which lasted approximately 10—20 seconds. She was 
unable to state whether this occurred concurrently with 
the eye tics. The fluoxetine was discontinued, and these 
events decreased to full resolution after approximately 2 
weeks. Because of the improvement of her depressive 
symptoms during the fluoxetine trial and the lack of data 
associating fluoxetine with tics or hearing disturbances, 
the agent was later restarted at the same dose. After ap- 
proximately 21^ weeks, Ms. A again experienced notice- 
able left eye tics and reported the sensation of paroxysmal 
diminished hearing on the left. 


Mr. B, a 21-year-old white man, was admitted to the 
inpatient ward for treatment of depression. Immediately 
before this hospitalization he had completed a 4-week in- 
patient alcohol abuse rehabilitation program. He was 
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without other significant medical history. Fluoxetine ther- : 


apy was begun at 20 mg/day and subsequently increased to 
40 mg/day. In addition, he was receiving trazodone, 50 
mg/day, and lithium, 1200 mg/day. After 4 weeks of flu- 
oxetine therapy, the patient reported the onset of left eye 
tics in the distribution of the orbicularis oculi muscle. 


In premarketing studies of fluoxetine, neuromuscular 
twitching had a reported incidence of 0.1%—-—1% (personal 
communication, Drug Information Center, Dista Products 
Co., July 1989). No data regarding eye tics or the sensation 
of diminished hearing are available. The cases we have de- 
scribed are thought to be associated with fluoxetine use for 
several reasons. Neither patient had a history of neuromus- 
cular signs or symptoms. Symptoms began after several 
weeks of fluoxetine therapy. In the first patient, symptoms 
resolved with discontinuation of the agent and reappeared 
on readministration. Oral contraceptives and trazodone are 
not associated with these symptoms (1). While muscle fas- 
ciculations and twitching are known side effects of lithium 
(2), eye tics and alterations in hearing have not been specif- 
ically noted. Fluoxetine has been used effectively in the treat- 
ment of obsessive-compulsive disorder, which is associated 
with an increased incidence of tic disorders (3). While the 
introduction of a serotonin reuptake blocker in the treatment 
of obsessive-compulsive disorder has been shown to be as- 
sociated in some cases with a transient exacerbation of ob- 


sessive-compulsive symptoms (4), the emergence or exacer- | 


bation of tics has not been described specifically. 

The facial nerve innervates both the stapedius muscle and 
the orbicularis oculi muscle. The orbicularis oculi draws the 
skin of the forehead, temple, and cheek toward the medial 
orbital angle. Stapedial muscle contraction pulls the neck of 
the stapes backward so the footplate rotates toward the tym- 
panic cavity, thus decreasing sound conduction. Therefore, 
our cases suggest a potential for fluoxetine to interfere with 
facial nerve function. 
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R. BRUCE LYDIARD, PH.D., M.D. 
Charleston, S.C. 


Anorgasmia With the Use of Fluoxetine 


Str: I have noticed over the past 15 months that my pa- 
tients who were taking fluoxetine were experiencing anor- 
gasmia as a side effect at a much higher rate than that de- 
scribed by the manufacturer. Studies quoted by Dista 
Products Co., a division of Eli Lilly and Co. (Comprehensive 
Monograpb—Prozac, 1988), cite a 1.9% incidence of “‘sex- 
ual dysfunction” as “treatment-emergent adverse experienc- 
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es." Articles addressing the side effects of fluoxetine fail to 
mention anorgasmia specifically (1, 2). 

A review of my case files for the past 15 months revealed 
that of all the patients I saw, inpatient and outpatient, 32 
were placed on a fluoxetine regimen. Diagnoses for this 
group included major depression, dysthymic disorder, bor- 
derline personality disorder, and obsessive-compulsive disor- 
der. Of the total number of patients taking fluoxetine, five 
(16%) (four female and one male) had specific complaints 
of anorgasmia as a side effect. Diagnoses within this group 
were representative of the total population of patients taking 
fluoxetine. 

None of these patients had ever had this complaint before, 
and they clearly associated it temporally with the fluoxetine. 
They described the loss of ability to reach orgasm during any 
form of sexual stimulation. They had not lost the pleasurable 
feelings associated with sexual interplay but were just not 
able to culminate any sexual act with orgasm. (One woman 
did regain infrequent orgasms, after several months of re- 
maining anorgasmic, while continuing to take fluoxetine.) 
Despite this unpleasant side effect, only one of these patients 
wanted to stop taking fluoxetine because of this specific com- 
plaint, supporting the overall beneficial effects and the rela- 
tively mild side effect profile of this drug for most patients. 

The percentage of my patients with this side effect, al- 
though considerably higher than that previously reported for 
patients taking fluoxetine, may still represent underreport- 
ing. Some patients may have been embarrassed and unwilling 
to discuss sexual symptoms, and some patients were not sexu- 
ally active during the time they were receiving fluoxetine. On 
the other hand, specific inquiry by a physician can lead to re- 
porting of adverse events that may otherwise go unreported 
and thus may represent an overvaluation of the problem. 

Fluoxetine is known to have potent serotonergic activity 
(3). Animal research indicates that serotonin blocks and 
dopamine enhances .sexual activity, although not in all 
phases. In human beings this is less clearly defined (4), but it 
may be an important factor mediating this side effect. 

These reported findings are clearly anecdotal. Careful eval- 
uation of this significant medication side effect in a study 
using a baseline control group seems warranted. 


REFERENCES 


1. Wernicke JF: The side effect profile and safety of fluoxetine. J 
Clin Psychiatry 1985; 46:59—67 

2. Cooper GL: The safety of fluoxetine—an update. Br J Psychiatry 
1988; 153:77-—-86 

3. Lemberger L, Rowe H, Carmichael R, et al: Fluoxetine, a selec- 
tive serotonin uptake inhibitor. Clin Pharmacol Ther 1978; 23: 
421—429 

4. Ficher M, Fishkin RE, Jacobs JA: Sexual Arousal—New Con- 
cepts in Basic Sciences, Diagnosis, and Treatment. Springfield, 
Ill, Charles C Thomas, 1984 


JEREMY S. MUSHER, M.D. 
Columbia, S.C. 

More Cases of SIADH With Fluoxetine 
Sır: We would like to report four additional cases of the 
syndrome of inappropriate secretion of antidiuretic hormone 


(SIADH) in geriatric inpatients receiving fluoxetine for de- 
pression (1). 
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Ms. A, 82 years old, was started on 20 mg/day of flu- 
oxetine; the dose was raised to 40 mg/day after 1 week. 
Three days after initiation of the medication, her serum 
sodium level had decreased to 129 mmol/liter from 134 
mmol/liter. Restriction of fluid to 1 liter per day was ini- 
tiated. Hyponatremia persisted during the 5-week course 
of fluoxetine treatment, with a nadir of 125 mmol/liter of 
serum sodium. The patient's serum osmolality was 265 
mosmol/liter (normal-280—295) and her urine sodium 
level was 74 meq/liter. Hyponatremia persisted for 1 week 
after fluoxetine was discontinued. Her sodium level in- 
creased to 132 mmol/liter when sodium chloride, 1 g t.i.d. 
by mouth, was initiated. Ms. A then received a successful 
course of ECT. Her sodium levels remained normal after 
sodium chloride supplementation and fluid restriction 
were discontinued. 


Ms. B, 79 years old, was started on fluoxetine, 20 mg/ 
day, after finishing a successful course of ECT. Six weeks 
after discharge she was readmitted because depressive 
symptoms had returned. At readmission her serum sodium 
level was 129 mmol/liter; it had been 137 mmol/liter 6 
weeks earlier. Fluoxetine was increased to 60 mg/day over 
2 weeks. Hyponatremia persisted throughout this period, 
during which her urine sodium level was 46 meg/liter. 
Hyponatremia persisted for 5 days after discontinuation of 
fluoxetine. Fluid restriction (1 liter per day) and oral so- 
dium chloride (1 g t.i.d.) resulted in an acceptable serum 
sodium level in 3 more days. Ms. B received a therapeutic 
course of ECT, during which supportive measures were 
discontinued. Fluoxetine, 20 mg/day, was then reinitiated. 
Her serum sodium level decreased to 133 mmol/liter in 5 
days and decreased further to 128 mmol/liter after 10 
days. It increased to 140 mmol/liter 5 days after fluoxetine 
was discontinued. 


Ms. C, 84 years old, experienced orthostatic hypoten- 
sion while taking 50 mg/day of nortriptyline. Her medica- 
tion was switched to fluoxetine, at a dose of 20 mg/day for 
2 weeks and 40 mg/day for an additional week. Before she 
received ECT it was noted that her serum sodium level had 
decreased to 124 mmol/liter from the admission value of 
133 mmol/liter. Her serum osmolality was 264 mosmol/ 
liter, and her urine sodium level was 54 meg/liter. With 
fluid restriction her sodium level increased to 132 mmol/ 
liter in 1 week and to 141 mmol/liter in 2 weeks. Fluid 
restriction was then successfully discontinued. 


Mr. D, 85 years old, developed major depression after a 
thalamic infarction. One week after the initiation of 20 
mg/day of fluoxetine, his serum sodium level had de- 
creased to 126 mmol/liter from 140 mmol/liter. This per- 
sisted when the dose of fluoxetine was increased to 40 
mg/day. His serum osmolality was 272 mosmol/liter, and 
his urine sodium level was 84 meg/liter. An ACTH stim- 
ulation test excluded the possibility of Addison's disease. 
Fluoxetine was discontinued, and Mr. D's serum sodium 
level returned to normal in 2 weeks. 


There was no polydipsia observed in these four patients, and 
their renal, thyroid, and adrenal functions were intact. SIADH 
secondary to fluoxetine treatment is strongly implicated by the 
laboratory data in each case. In the case of Ms. B, rechallenge 
with fluoxetine led to a recurrence of hyponatremia. These 
cases support the need to carefully monitor serum sodium levels 
when using fluoxetine in geriatric patients. 
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Interaction of Fluoxetine and Pentazocine 


Sır: We wish to report a case in which a patient treated 
with fluoxetine experienced brief, potentially serious side ef- 
fects when given a single dose of pentazocine. 


Mr. A, a 39-year-old white man with posttraumatic 
stress disorder, was prescribed fluoxetine because he had 
been intolerant of anticholinergic side effects during prior 
courses of treatment with antidepressants. After he had 
taken 20 mg/day of fluoxetine for 10 days, his dose was 
increased to 40 mg/day. In response to a complaint of 
severe headache, he was given 100 mg of pentazocine (Tal- 
win Nx, a combination of pentazocine, 50 mg, and nalox- 
one, 0.5 mg) orally (the latter is not pharmacologically 
active unless injected intravenously) on one occasion. 
Within 30 minutes, he complained of lightheadedness, 
anxiety, nausea, and upper extremity paresthesias. He was 
diaphoretic, flushed, and ataxic and had a mild tremor in 
his arms. His blood pressure (previously normotensive) 
was 178/114 mm Hg; pulse, 62 bpm; respirations, 16. He 
was afebrile. He was given diphenhydramine, 50 mg i.m., 
and observed closely while resting in bed. His blood pres- 
sure returned to normal within the hour, but he continued 
to feel ill for about 4 hours. He had had no prior experi- 
ence with pentazocine and was taking no other medica- 
tions. The fluoxetine was discontinued after 1 additional 
week without complications, because of its lack of efficacy. 


This patient appears to have experienced a serious excita- 
tory interaction between fluoxetine and pentazocine. Given 
his single exposure to the combination of drugs and no past 
exposure to pentazocine, we cannot eliminate the possibility 
that his symptoms were caused by pentazocine alone. How- 
ever, the close temporal correlation and the similarity of the 
ensuing syndrome to reported dangerous interactions be- 
tween monoamine oxidase inhibitors (MAOIs) and narcotics 
(1) and MAOIs and tryptophan (2) support the theory that 
this was a drug interaction. Increased central serotonergic 
activity has been postulated to cause these interactions and 
may be the basis for a fluoxetine-pentazocine interaction. 
Fluoxetine selectively blocks the reuptake of serotonin (3) 
and has been reported to interact with tricyclic antidepres- 
sants (4), MAOIs (5), and tryptophan (2) to cause an exci- 
tatory state. The relationship between pentazocine and brain 
serotonin is not clear, but other narcotics have been reported 
to block the reuptake of serotonin. The similarity between 
our patient’s symptoms and the drug interactions we have 
just mentioned suggests a common pathophysiology. 

This case should alert clinicians to the possibility that an 
excitatory response may occur when fluoxetine is combined 
with pentazocine and, perhaps, with other narcotics. The 
manufacturer has had no similar reports. (Cases of impaired 
analgesic effect with fluoxetine and pentazocine, meperidine, 
and Fiorinal have been filed, though this could not be as- 
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sessed for our patient because of his acute reaction.) We 
ceution clinicians who combine fluoxetine with narcotic an- 
algesics and encourage reporting of any further examples of 
interactions between these two classes of medications. 
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A Case in Which Carbamazepine Attenuated Cocaine 
“Rush” 


Str: Despite the large numbers of cocaine addicts present- 
ing for treatment, the pharmacological approach to these 
patients is not well established. We report a serendipitous 
observation that suggests a possible pharmacological ap- 
proach for this difficult patient population. 


Mr. A, a 39-year-old white man, presented for treat- 
ment of an impulse disorder complicated by episodic co- 
caine abuse. He had taken the drug intermittently over an 
8-year period, using intranasal, intravenous, and, more 
recently, inhalational routes of administration. He con- 
firmed past use of alcohol and sedatives, but in the past 
year he had used only cocaine, which he inhaled about 
twice a week. Neurological examination revealed no focal 
findings, and neuropsychological testing demonstrated 
only mild problems in complex focused attention, with 
resulting mild impairment in learning verbal information. 
His EEG was unremarkable. 

Mr. A was placed on a regimen of carbamazepine, and 
doses were gradually increased to 1000 mg/day, with a 
blood level of 6.4 g/ml. He tolerated the treatment well, 
with neither gastrointestinal nor CNS side effects. In the 
first weeks of treatment, despite attempts to maintain so- 
briety, he occasionally continued to abuse cocaine. He re- 
ported, however, that the "rush" he experienced was 
markedly attenuated, as was, to a lesser extent, the longer- 
lasting “high” (1). On twice-weekly ratings of cocaine 
craving (2), he reported only minimal changes. Following 
3 weeks of treatment, he was able to achieve abstinence, 
stating that while craving persisted, the acute cocaine 
experience was much less pleasurable. 


We have previously commented that the very brief and 
highly euphoric rush is a significant factor cited by addicts in 
describing their continued cocaine abuse (1). While the bio- 
logical mechanisms mediating cocaine rush remain obscure 
(3), this case brings to mind the work of Stevens et al. (4), 
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who reported on amygdaloid and hippocampal stimulation 
in patients with implanted depth electrodes. In these patients, 
stimulation evoked intense subjective sensations, which were 
occasionally accompanied by depth EEG changes including 
spike discharge. We note that the patients’ descriptions of 
these sensations were reminiscent of cocaine addicts’ descrip- 
tions of the rush. One patient was actually administered co- 
caine while being monitored with the depth electrodes. In 
this patient, cocaine elicited deep temporal spike discharge, 
which lasted for roughly the same period of time that cocaine 
addicts report experiencing the rush after administration of 
cocaine. During the discharge, the patient was reported to 
have been moderately euphoric. 

Carbamazepine has recently been reported to help allevi- 
ate cocaine craving (5). Our patient meanwhile found that 
carbamazepine, an anticonvulsant, markedly attenuated his 
experience of cocaine rush. We believe that our case illus- 
trates the need for systematic evaluation of anticonvulsants 
as agents capable of blocking the experience of cocaine rush. 
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Sodium Valproate in Benzodiazepine Withdrawal 


Sır: Some benzodiazepine-dependent patients experience 
protracted symptoms of abstinence and relapse after with- 
drawal. Thus, the availability of a compound for treating 
these symptoms that is devoid of any abuse potential would 
be of great therapeutic value (1). Since the benzodiazepines 
and the anticonvulsant valproate are considered to exert 
GABA-ergic effects (2), a substitution therapy using sodium 
valproate is an attractive prospect. Four inpatients who had 
been solely dependent on benzodiazepines were treated with 
valproate because of protracted withdrawal symptoms. 
Written informed consent was obtained, and abstinence 
from sedatives was monitored by regular urine and blood 
sampling. During withdrawal, nonspecific EEG changes oc- 
curred; only one patient had a history of convulsions during 
a previous withdrawal. 


Ms. A, a 44-year-old woman who had been dependent 
on 60 mg/day of bromazepam for 6 years, underwent 
gradual withdrawal over a period of 21 days. Treatment 
with valproate (up to 1200 mg/day) was started on the 
sixth day of abstinence. The patient’s insomnia, deperson- 
alization, paresthesia, and ataxia were relieved, and 2 
weeks later these symptoms were absent. Four and 12 
months after discharge, valproate was discontinued, and 
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each time the patient promptly relapsed into severe alcohol 
intoxication. Finally, 28 months after withdrawal, 150 
mg/day of valproate was effective in counteracting symp- 
toms of craving. 


Ms. B, a 42-year-old woman, had been taking 50 mg/ 
day of diazepam over the past 18 years. During a gradual 
withdrawal lasting 11 days, a brief psychotic episode oc- 
curred, and vomiting, anxiousness, and prepsychotic sen- 
sations persisted. These symptoms were immediately at- 
tenuated by valproate, up to 900 mg/day, started in the 
fourth week of abstinence. Later on, Ms. B was followed 
as an outpatient for 11 months. Twice the medication was 
stopped, and each time her condition deteriorated. 


Mr. C, a 42-year-old man, had been dependent on 25 
mg/day of lorazepam and 20 mg/day of temazepam for the 
past 5 years. During gradual withdrawal over 20 days, 
psychotic symptoms occurred. Unreal sensations were dis- 
tinctly attenuated by 1200 mg/day of valproate, which was 
started in the fifth week of abstinence. 


Ms. D, a 24-year-old woman, had been dependent on 10 
mg/day of chlordiazepoxide for 1 year. Fourteen days after 
discontinuation of this medication, her panic attacks, 
vomiting, and vertigo were significantly suppressed by 
1200 mg/day of valproate. 


Valproate effectively reduced the intensity of the benzodi- 
azepine withdrawal syndrome in these patients. The effects 
were more pronounced in chronic treatment than in acute 
treatment. We cannot conclude whether these effects were 
due to the drug's antianxiety properties, to compensation for 
the withdrawal symptoms, or both. 

Valproate has been shown to produce dose-related behav- 
ioral effects that are comparable to those produced by ben- 
zodiazepines (3). However, little is known about its proper- 
des as an effective anxiolytic. The effects of valproate have 
often been associated with an enhancement of GABA-ergic 
systems. Its anticonflict properties can be blocked by Ro 15- 
1788, supporting this view (4). Cross-tolerance to valproate 
with respect to anticonvulsive actions was demonstrated in 
mice after pretreatment with diverse benzodiazepines; how- 
ever, the mode of action has not yet been elucidated (5). Our 
observations regarding valproate's efficacy in the treatment 
of benzodiazepine withdrawal require confirmation with 
double-blind, placebo-controlled trials. 
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Autonomic Events in Kleine-Levin Syndrome 


Sır: We recently had the opportunity to treat a patient 
with Kleine-Levin syndrome whose course of illness was 
marked by unusual transient autonomic events confined to 
the episodes of the syndrome. We wish to draw attention to 
this phenomenon—which to our knowledge has never before 
been reported—as a possible indicator of diencephalic dys- 
function in the disorder. 

Kleine-Levin syndrome (1) is a rare neuropsychiatric dis- 
order of uncertain etiology that manifests itself as recurrent 
episodes of abnormal behavior lasting 1—4 weeks. The be- 
havior during an episode is characterized by hypersomno- 
lence, mood dysregulation, enhanced food intake, hypersex- 
uality, auditory and/or visual hallucinations, fragmentary 
delusions, and thought disorder. The episodes are self-lim- 
ited and tend to recur annually. The disorder occurs almost 
exclusively in adolescent males. There are two reports of the 
syndrome in females: one in a perimenarcheal adolescent and 
the other in a postmenopausal adult. 

We report a case of otherwise typical Kleine-Levin syn- 
drome that occurred in a postmenopausal woman and was 
associated with brief recurrent autonomic events which oc- 
curred only in the midst of her episodes of the syndrome. The 
patient's age at onset was the oldest that has been reported 
for the syndrome. 


Ms. À, a woman with no antecedent psychiatric history, 
sustained at age 53 the first of what were to become re- 
current self-limited episodes of abnormal behavior. Each 
episode began with the development of euphoric mood, 
reduced sleep, and sexually provocative behavior, fol- 
lowed by a phase during which she uninhibitedly ate any- 
thing within her reach. She would next complain that she 
was being harassed and persecuted by neighbors. Over the 
succeeding 2—3 days she would become hypersomnolent, 
sleeping up to 20 hours a day. This pattern would last until 
the resolution of the episode after a total course of ap- 
proximately 4 weeks. During and only during these epi- 
sodes of otherwise typical Kleine-Levin syndrome, the pa- 
tient exhibited episodes of autonomic dysfunction lasting 
5—15 minutes, one of which we witnessed. Other episodes 
were documented by nursing and medical staff members. 

"The patient would become flushed and sweat profusely, 
salivate excessively, and develop hypertension (blood pres- 
sure as high as 200/110 mm Hg, in comparison to her 
baseline of 120/70) as well as tachycardia (as high as 150 
bpm). The episodes were not associated with alteration of 
body temperature. Ms. A suffered three to five such auto- 
nomic episodes daily during each attack of Kleine-Levin 
syndrome. Trials of lithium at therapeutic levels and of 
various neuroleptics had no impact on either the temporal 
course or the clinical manifestations of the syndrome. The 
disorder had been present unchanged for 12 years. 

Ms. À had no previous psychiatric or medical history, 
including hypertension or cardiovascular disease. Aside 
from the time-limited periods of anomalous behavior at- 
tributed to Kleine-Levin syndrome, she was a reliable 
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grandmother who helped her daughters with household 
tasks. There was no family history suggesting affective or 
psychotic illness. . 

Results of the clinical neurologic examination were unre- 
markable. An EEG (performed late in an episode) was nor- 
mal. A CT scan of her brain was normal. Routine blood 
chemistries and CBC were normal. The patient was euthy- 
roid, her serum vitamin B4, and folate levels were normal, 
and the VDRL was negative. Spinal fluid examination re- 
vealed a clear acellular fluid with normal chemistries. 


This case is classic for Kleine-Levin syndrome as described by 
Critchley (1), save for the patient's age and sex and the presence 
of episodic autonomic derangement not previously described in 
the syndrome. These episodes of flushing, salivation, tachycar- 
dia, hypertension, and diaphoresis lasting 5—15 minutes are, 
however, identical to diencephalic events as described in the 
literature in a variety of other contexts. Autonomic events of 
this sort have been documented in patients with traumatic or 
neoplastic lesions involving the diencephalon. 

While the etiology of Kleine-Levin syndrome remains 
obscure, several authors have suggested a diencephalic local- 
ization on the basis of the clinical and neuropathological 
features. Gadoth et al. (2) reported abnormalities of hypo- 
thalamic-pituitary regulation in the midst of a typical attack. 
Takrani and Cronin (3) reported neuropathological changes 
in the hypothalamus, amygdaloid nuclei, and anteromedial 
temporal cortex in a patient with Kleine-Levin syndrome, 
and Carpenter et al. (4) reported neuropathological abnor- 
malities limited to the thalamus with sparing of the hypo- 
thalamus. The phenomena displayed by our patient support 
the linking of Kleine-Levin syndrome, which has much in 
common with the affective disorders, to altered diencephalic 
function. 
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Use of ECT in Parkinson’s Disease 


Str: The editorial by Richard Abrams, M.D. (1) and the 
article by Richard Douyon, M.D., and associates (2) are 
most interesting additions to the literature about the use of 
ECT in Parkinson’s disease. In regard to Dr. Abrams’s ob- 
servations on the duration of improvement, my own experi- 
ence has been that this is temporary (3). While his suggestion 
for maintenance treatments has its merits, I would also rec- 
ommend that the intensity of mobilization efforts and phys- 
iotherapy be increased during the period after ECT. This can 
serve to prevent and heal contractures and bedsores that 
might otherwise become irreversible. 

In regard to the call for controlled trials, I would suggest 
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that priority be given to open trials designed to find the 
factors which predict likely responders. The results vary 
from dramatic cures to ineffectiveness. We need to find out 
why. 
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Rapid Opioid Detoxification With Electrosleep and 
Naloxone 


Sin: The recent letter, “Rapid Detoxification From Opioid 
Dependence,” from Thomas R. Kosten, M.D., and associates 
(1) brought to mind experiences with opium- and heroin-de- 
pendent persons in Asia about 15 years ago. At that time, I 
had the opportunity to observe a method of rapid detoxifi- 
cation which used a combination of electrosleep and high- 
dose naloxone. The method had been developed by the Hong 
Kong neurosurgeon Wen after a visit to China, where he had 
observed “electroacupuncture” (in fact, electrosleep). He 
used this method in association with naloxone in order to 
treat withdrawal patients rapidly in the outpatient depart- 
ment, so that they might not lose time from work (an im- 
portant consideration in Hong Kong). I also had the oppor- 
tunity to observe the same method used by Dr. Aroon 
Showansai in Thailand, and I replicated it myself in Laos. 

The procedure requires constant attendance by a nurse, 
who can manage only two or three patients at a time. À 
competent physician familiar with the procedure must be 
readily available on call. An intravenous line must be open at 
all times. While electrosleep permits the patient to remain in 
some subjective comfort during the withdrawal period, the 
patient undergoes several hours of severe withdrawal. Symp- 
toms include rapid pulse, piloerection, diaphoresis, and ele- 
vated blood pressure (with the possibility of hypotension). 
Especially for elderly patients or those with associated med- 
ical conditions, the rapid detoxification carries a risk to life. 
(I have observed two older opium smokers with chronic car- 
diopulmonary disease collapse and die during opiate with- 
drawal.) As with the regimen described by Dr. Kosten and 
associates, it is possible to initiate oral naltrexone immedi- 
ately upon cessation of this procedure. In occasional circum- 
stances it is necessary to administer a nonopioid sedative or 
analgesic to alleviate agitation (5 or 10 mg i.v. of diazepam 
works well). 

Such rapid detoxification procedures enhance our under- 
standing of the pharmacology of opioid tolerance and with- 
drawal. They further suggest multiple "sites" of withdrawal, 
since both the method of Dr. Kosten and associates and the 
Wen method alleviate the subjective distress without remov- 
ing the peripheral manifestations of opioid withdrawal. The 
fact that these alternative methods which use electrosleep or 
buprenorphine alleviate the subjective perceptions of with- 
drawal in an otherwise conscious patient is an extraordinary 
phenomenon that warrants further basic research. 
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Drs. Kosten and Krystal Reply 


Sir: Dr. Westermeyer’s letter provides an interesting ex- 
ample of the many ways to relieve withdrawal symptoms 
during detoxification of opioid-dependent patients. The re- 
lief of agonist-precipitated withdrawal either by electrosleep, 
as described in Dr. Westermeyer’s letter, or by clonidine, as 
we have described in several publications (1, 2), is indeed an 
important contribution to the field and to our knowledge of 
opiate detoxification and withdrawal syndromes. 

The second point in our letter, however, is also critical: the 
withdrawal syndrome following maintenance therapy with 
buprenorphine appears to be substantially less severe than 
the withdrawal syndrome from pure opioid agonists such as 
morphine and methadone. Because this withdrawal syn- 
drome from buprenorphine is much less severe, the medical 
risks associated with the rapid detoxification procedure are 
less from buprenorphine than from opioids. The fatal out- 
comes that Dr. Westermeyer observed in two opium abusers 
who were debilitated and ill are unlikely to occur with pa- 
tients maintained on buprenorphine, since the syndrome is 
less severe. This may be particularly important now that we 
have more opioid-dependent patients developing AIDS. In 
these medically debilitated patients, rapid opioid detoxifica- 
tion may in fact be quite medically stressful and potentially 
fatal, but similar risks may not exist if the patients are first 
stabilized for a week or more on a regimen of buprenor- 
phine. We hope to see future research that uses electrosleep 
with naloxone precipitation of withdrawal in buprenorphine- 
stabilized patients in order to observe whether there are even 
fewer complications with high-dose naloxone among these 
patients than among heroin- or methadone-dependent pa- 
tients. 
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ECT as an Alternative to Lithium for Preventive 
Treatment of Bipolar Disorder 


Sır: We would like to comment that Robert F. Prien, 
Ph.D., and Alan J. Gelenberg, M.D., in an otherwise com- 
prehensive review of alternatives for prophylactic treatment 
of bipolar disorder (1), failed to make even passing mention 
of ECT. Although we recognize that the purpose of this ar- 


ticle was to discuss pharmacotherapy, it nevertheless seems 
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reasonable to include some comment on ECT in any discus- 
sion of effective treatments for bipolar disorder. 

Although the efficacy of ECT for the treatment of acute 
depression and mania is no longer controversial, there re- 
mains some uncertainty about the role of ECT in prophylac- 
tic treatment. Maintenance ECT has been practiced for many 
years, but it has not been a major focus of research attention. 
In a recent literature review, one of our colleagues was able to 
compile a list of 34 references concerning maintenance ECT. 
However, a definitive modern study to evaluate the efficacy of 
maintenance ECT remains to be done. We believe there is con- 
siderable sentiment that this is an important issue which needs 
to be studied. With increasing recognition of the limited phar- 
macologic armamentarium for the treatment of recurrent affec- 
tive illnesses, it seems that ECT should have some place in any 
discussion of alternatives to lithium treatment. 
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Adequacy of Pharmacological Treatment 


Str: The article by Ivan W. Miller, Ph.D., and associates 
entitled **Cognitive-Behavioral Treatment of Depressed In- 
patients: Six- and Twelve-Month Follow-up” (1) was of in- 
terest to us. The authors concluded that their study suggested 
an overall incremental benefit of adding cognitive-behavioral 
treatment to standard treatment with pharmacological agents. 
We believe, however, that the study methodology precludes 
any conclusions. It is unclear whether the patients studied 
were, in fact, adequately treated with pharmacotherapy. 

Twenty-nine percent of the patients (13 of 45) received less 
than 150 mg/day of medication or no medication at all. As- 
certainment of plasma levels of tricyclics was not used to 
verify compliance or to achieve minimal therapeutic plasma 
levels. Adequate duration of treatment (4—6 weeks), dosage 
increases, substitution of monoamine oxidase inhibitors (2), 
and/or potentiation techniques were not employed, although 
these strategies have proven efficacious in drug nonre- 
sponders (3) and are commonly used in psychopharmacol- 
ogy clinics. The “standard” treatment label would have been 
justified had the authors implemented these strategies. 

This study, therefore, is similar to other studies which have 
compared the efficacy of psychotherapy and pharmacother- 
apy in depression in that it failed to provide optimal phar- : 
macological treatment (4). It could be reasonably expected 
that optimal treatment of Dr. Miller and associates' patients 
might have resulted in different treatment outcomes in both 
the cognitive-behavioral treatment group and the standard 
treatment group. Additionally, one cannot conclude that the 
advantages of adding cognitive-behavioral treatment were 
really due to the cognitive-behavioral technique per se and 
not to a nonspecific effect, since no “placebo” nonmedica- 
tion treatment was used. 
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Montreal, Que., Canada 


Dr. Miller and Associates Reply 


SiR: While we agree that our pharmacotherapy protocol 
would have been strengthened by the optimization strategies 
suggested by Drs. Bradwejn and Meterissian, we have several 
comments on their letter. 

1. When evaluating the adequacy of any treatment study, 
the time required to design, complete, and publish such a 
study must be considered. As knowledge of treatments in- 
creases, definitions of standard treatment change. When we 
began this study, the strategies mentioned by Drs. Bradwejn 
and Meterissian were neither well researched nor widely 
used. Our protocol was developed to reflect standard phar- 
macotherapy at that time. To test this assumption, we com- 
pared the treatment received by patients in our randomized 
trial with the treatment of a contiguous set of patients 
which was not controlled (1). These comparisons yielded no 
differences in type or dose of medication. Thus, our phar- 
macological protocol reflects standard pharmacotherapy as 
practiced. 

À similar situation exists regarding the cognitive-behav- 
ioral treatments we used. While our cognitive-behavioral 
treatments were state-of-the-art when we designed our study, 
a number of new cognitive-behavioral strategies have re- 
cently been developed for treatment-resistant patients (2, 3). 

2. As we reported in an earlier report of this study (4), we 
think our patients received adequate pharmacotherapy for 
several reasons. First, all of the patients were treated by ex- 
perienced psychopharmacologists and received trials of two 
or three different antidepressants. In fact, our study is the 
only published study of pharmacotherapy and psychother- 
apy that has allowed for switching antidepressants. Second, 
the utility of monitoring plasma levels for the two antide- 
pressants used in this study has not been demonstrated (5). 
Third, although the percentage of patients who completed 
the study while taking less than 150 mg of an antidepressant 
seems high, these patients had not responded to the multiple 
trials and/or had been unable to tolerate side effects. As re- 
ported previously (3), we conducted analyses which indi- 
cated that the outcome of these patients who received lower 
levels of pharmacotherapy did not differ from the outcome of 
those who received higher levels. Finally, the short-term re- 
sponse rate in our standard treatment condition (60%) (3) is 
equivalent to that in other reports of pharmacological treat- 
ment of similar treatment-refractory, severely depressed in- 
patient samples. 

3. We do not believe that the pharmacological protocol 
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we used precludes our conclusions. Since our study was not 
a comparative trial of pharmacotherapy and psychotherapy, 
both treatment groups received the same pharmacological 
treatment and did not differ in the proportion of patients 
who received “‘nonoptimal” pharmacotherapy. Thus, regard- 
less of the adequacy of the pharmacological treatment, dif- 
ferences between the standard treatment group and the cog- 
nitive-behavioral plus standard treatment group cannot be 
attributed to differences in pharmacological treatment. 

Moreover, our study reported the long-term outcome of 
these patients. Conversely, the strategies mentioned by Drs. 
Bradwejn and Meterissian have been shown to be effective 
only for short-term response. 

4. Drs. Bradwejn and Meterissian are correct in pointing 
out that our study did not provide data regarding the active 
ingredient in the cognitive-behavioral treatment or on 
whether other types of psychological interventions might be 
effective. 
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Treatment of Patients With Self-Injurious Behavior 


Sir: A letter from John Lienemann, Pharm.D., and Frank 
Walker, M.D. (1) stated that “naltrexone . . . may be helpful 
in the control of self-injury" and presented the case RÀ an 
autistic, mentally retarded self-mutilator. A clarification 
needs to be made. 

Self-mutilative behavior can occur in a wide variety of 
mental disorders; some persons even believe that repetitive 
self-mutilation is an impulse disorder in its own right (2—4). 
Patients who engage in skin cutting and burning, the most 
common forms of self-mutilation, are extremely difficult to 
treat. Although one hears about an occasional patient who 
responds, no medication has consistently proven to be ben- 
eficial. In fact, among the greatest dangers these patients face 
are polypharmacy and overmedication. Patients who enucle- 
ate their eyes or amputate a body part are usually psychotic 
and should receive medications to control their underlying 
disorder. Self-injurious behavior such as head banging, ori- 
fice digging, and self-punching are usually associated with 
mental retardation. Treatment of these patients with an opi- 
ate antagonist has produced inconsistent results, and no pa- 
pers on long-term treatment have been published. The most 
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promising medication, in fact, appears to be low-dose flu- 
phenazine (unpublished paper by C.T. Gualtieri et al., 1986). 
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The Inositol Second Messenger System 


Sir: Jay M. Baraban, M.D., Ph.D., and associates are to be 
commended for their excellent review of the inositol second 
messenger system (1). This second messenger system involves 
at least four known second messengers: IP4(1,4,5), which 
releases calcium from intracellular stores; diacylglycerol, 
which activates most subspecies of protein kinase C (2); 
IP,(1,3,4,5), which sequesters calcium into intracellular 
stores (3); and arachidonic acid, which activates the gamma 
subspecies of protein kinase C (2). 

The future looks extremely bright with respect to finding 
therapeutic mechanisms of action of a number of neuropsy- 
chiatric medications through effects on the inositol signaling 
system. As the authors pointed out, it has been known for a 
number of years that lithium has an inhibitory effect on sig- 
nal transmission through the inositol cycle. More recently, 
the theory of the probable therapeutic site of action has 
shifted from inhibition of a cytosolic enzyme, IP, phos- 
phatase, to inhibition at the plasma membrane receptor:G- 
protein:phospholipase C complex. This concept agrees sub- 
stantially with our previous work using an in vivo rat model 
(4). 

Most recently, we have discovered a new inositol lipid in 
rat cerebrum, phosphatidylinositol trisphosphate (PIP;), 
which is the lipid precursor for IP, (5). It had previously been 
thought that all IP, is derived from IP}, but this new finding 
of PIP; as a lipid precursor for IP, will need to be incorpo- 
rated into inositol system theory. As Dr. Baraban and col- 
leagues pointed out, understanding this second messenger 
system is fundamental to the development of a new class of 
psychotropic medications that will act on second messengers 
or their targets. Potential targets include drugs that will act 
on 1) the specific G-protein associated with the inositol sys- 
tem, 2) the various isozymes of phospholipase C, 3) the var- 
ious inositol phosphatases that control the amounts of IP, 
and IP,, and 4) the various isozymes of protein kinase C and 
other sites within the inositol system. The next 10 years 
should prove to be truly exciting ones in neuropsychiatry, 
particularly with regard to second messengers. 
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Interhemispheric Transfer Deficit in Alexithymia 


Str: In their article ‘“Interhemispheric Transfer Deficit and 
Alexithymia” (1), Sharon B. Zeitlin, M.S., and colleagues 
concluded that alexithymia in posttraumatic stress disorder 
(PTSD) subjects was associated with a deficiency in the abil- 
ity to transfer tactile localization information between cere- 
bral hemispheres. This defect was apparent in the compari- 
son of alexithymic PTSD patients with both nonalexithymic 
patients and normal control subjects, as well as, by means of 
regression analysis, within the group of alexithymic patients 
themselves. On the basis of previous similar work (2), we 
have become aware of a methodological pitfall in the infer- 
ence of such a relative interhemispheric communication de- 
fect and are writing to inquire whether the authors addressed 
this issue in their study design and analysis. The potential 
problem concerns the possibility of a ceiling effect in the 
single hemisphere performance of any of the subjects tested, 
which, if present, would obscure the opportunity to demon- 
strate a differential rather than a global performance deficit. 
The study required that subjects indicate which fingers had 
been touched by the examiner, by touching the appropriate 
fingers with their thumb, either on the hand that had been 
touched (uncrossed condition) or on the other hand (crossed 
condition). The intermanual task is intrinsically more dif- 
ficult than the unimanual task. The authors’ claims hinge on 
demonstrating -that this enhanced degree of difficulty in the 
crossed condition is itself differentially greater in the alexi- 
thymic patient group than in the nonalexithymic patient 
group or the control group and that, by regression analysis, 
it substantially contributes to the variance of the alexithymia 
ratings. 

The authors determined the interhemispheric transfer 
scores of their subjects by calculating the differences between 
the mean percentage of correct responses in the crossed and 
the uncrossed conditions. Single hemispheric minus inter- 
hemispheric difference scores must become smaller and 
smaller as single hemisphere accuracy approaches perfection; 
as tasks become easier, both scores rise, but single hemi- 
sphere scores, which by nature are higher, cannot exceed 
100%. Accordingly, when single hemisphere scores reach 
ceiling levels, the falloff in performance when interhemi- 
spheric transfer is required does not accurately reflect inter- 
hemispheric transfer inefficiency. The conditions for estab- 
lishing a differential deficit have been addressed at length by 
Chapman and Chapman (3) and include among them the 
exclusion of floor and ceiling effects. 

The issue of differential deficit in the measurement of in- 
terhemispheric information processing is not unique to the 
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study in question. The claim of impaired interhemispheric 
information transfer has also been made for schizophrenia, 
but studies have repeatedly been hampered by failure to use 
tasks on which normal control subjects exhibit less than ceil- 
ing performance. Merriam and Gardner (4) approached this 
problem by designing a task that was sufficiently difficult to 
force control subjects to perform at less than ceiling levels in 
the uncrossed condition. They found, in fact, that no differ- 
ential deficit was evident when schizophrenic subjects were 
compared to normal control subjects under these circum- 
stances. Although the interhemispheric performance of the 
schizophrenic subjects was indeed worse than that of the 
normal control subjects, the single hemisphere performance 
was similarly deficient, and the impairment therefore sug- 
gested a global rather than a differential deficit. 


If any of Ms. Zeitlin and associates’ subjects, experimental. 


or control, performed at ceiling levels in the uncrossed con- 
dition (or at floor levels in the crossed condition), data from 
those individuals must be discarded. Since the raw data used 
to calculate the difference scores were not included in the 
article, and this issue was not discussed, one is unable to 
judge whether differential deficit was properly demonstrated 
in this study. 
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Ms. Zeitlin and Associates Reply 


Sır: Drs. Merriam and Wyszynski correctly point out tlie 
importance of demonstrating differential, as opposed to 
global, deficit before accepting the conclusion that an inter- 
hemispheric communication deficit existed in our PTSD sub- 
jects with alexithymia. The methodological concerns that 
they raise, although not directly discussed in our article, were 
considered in the design and analysis of the study. 

Drs. Merriam and Wyszynski highlight the problems that 
might be caused by a ceiling effect in single hemisphere (i.e., 
unimanual) performance on the tactile finger localization 
task used in our study. We used a tactile finger localization 
task that had been shown to be difficult enough to prevent 
ceiling effects in adult subjects (1). All of our subjects per- 
formed well below 10096 accuracy in the uncrossed condi- 
tion. Normal control subjects had a mean+SD accuracy of 
77.496 13.196, PTSD subjects without alexithymia had a 
mean of 68.496 16.896, and PTSD subjects with alexithy- 
mia scored 74.496 +15.2% in the unimanual condition. A 
one-way analysis of variance to test for differences between 
groups in the uncrossed condition alone did not approach 
significance (F<1, df=2, 29, p>0.05). The essentially equiv- 


. 956 


alent performance of the subjects in the three groups in the 
uncrossed condition argues against a global deficit in the 
individuals with alexithymia. 

In our study we used a difference score to assess interhemi- 
spheric communication efficiency. The score consisted of the 
mean percentage of correct responses in the uncrossed con- 
dition minus that in the crossed condition (2). Although dif- 
ference scores may increase problems with reliability, the 
score we used allowed performance on the uncrossed condi- 
tion to serve as a baseline measure of overall performance for 
each subject. The pattern of superior intrahemispheric to 
interhemispheric performance was exhibited by all subjects 
(i.e., the bimanual task was more difficult than the uniman- 
ual task). However, interhemispheric performance was 
differentially impaired in PTSD subjects with alexithymia as 
compared to PTSD subjects without alexithymia and to nor- 
mal control subjects. As we reported, analysis of the differ- 
ence scores revealed that interhemispheric communication in 
the PTSD subjects with alexithymia (mean+SD score= 
18.0+5.6) was significantly worse than that of the PTSD 
subjects without alexithymia (7.6+2.1) and the normal con- 
trol subjects (7.8+4.3). 

Drs. Merriam and Wyszynski cite studies in which both 
the interhemispheric and single hemispheric performance of 
individuals with schizophrenia was indeed worse than that of 
normal control subjects. This pattern of impairment suggests 
a global rather than a differential deficit. In our study the 
interhemispheric performance of the PTSD subjects with alex- 
ithymia was worse than the performance of the PTSD sub- 
jects without alexithymia and that of the control subjects. 
However, the single hemisphere performance of the PTSD 
subjects with alexithymia was similar to that of the PISD 
subjects without alexithymia and that of the normal control 
subjects. This pattern rules out a global deficit and suggests 
a specific deficiency in the ability of our PTSD subjects with 
alexithymia to transfer tactile localization information be- 
tween cerebral hemispheres. The conditions posited by 
Chapman and Chapman (3, 4) as necessary to establish a 
differential deficit (i.e., exclusion of ceiling effects in the un- 
crossed condition and floor effects in the crossed condition) 
were met in our study. We believe, therefore, that a specific 
deficit in interhemispheric transfer was indeed properly dem- 
onstrated in this study. 
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Association of Bulimia With Sexual Abuse 


SIR: James Morrison, M.D.'s list of psychiatric conditions 
associated with childhood sexual abuse (1) omitted bulimia. 
Recent epidemiologic reports document a more than 50% 
incidence of such experiences in the childhoods of bulimic 
patients (2, 3). However, the traumatic memories themselves 
are of most clinical value when they lead to an uncovering of 
the naturally occurring developmental fantasies that were 
overstimulated by the trauma. The therapeutic usefulness of 
studying these fantasies has been demonstrated with the ex- 
tensive clinical data of an incest patient who mutilated her- 
self (4), a symptom that often occurs with bulimia (5). Sim- 
ilarly, it has recently been documented that a therapeutic 
approach which addresses the conflicted unconscious fanta- 
sies of bulimic patients can lead to long-lasting resolution of 
symptoms and underlying character pathology (6). 

The child's experience of actual incest imbues her murder- 
ous and erotic unconscious fantasies with a paralyzing liter- 
alness that can lead to lifelong atonement and repeated 
symptomatic enactments. Beyond the benefit provided by ca- 
tharsis alone, the uncovering and verbalizing of the overstim- 
ulated fantasies allows the patient to integrate unrecognized 
aspects of herself and ereb? offers a more thorough oppor- 
tunity for maturation. Awareness of the high incidence of 
sexual abuse among patients with bulimia can alert clinicians 
to the origin of patients’ self-destructiveness and orient treat- 
ment toward the necessary remembering and working 


through. 
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Psychiatric Disorders Associated With Specific Periods in 
Women’s Lives 


Str: I cannot resist adding one further comment to an 
otherwise fine discussion of "postpartum blues" by Michael 
J. Gitlin, M.D., and Robert O. Pasnau, M.D. (1). As a female 
and a mother myself, I can assure you there is little mystery 
associated with the presence or timing of simple postpartum 
blues. Newborn babies tend to have quite erratic sleep-wake 
schedules on their arrival home after their first (usually 3) 
days in the hospital, and new mothers—particularly if they 
are nursing—are typically the caretakers who are up at all 
hours of the night with these little ones in the first weeks, 
before a better system can be negotiated in the household. 

I strongly suspect that sleep deprivation is the biggest cul- 
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prit involved in our “affective lability” following childbirth 
and that insomnia in the realistic service of a newborn's 
needs is more the cause of this syndrome than a result of it. 
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PATRICIA L. PEARCE, M.D. 
Raleigh, N.C. 


Sir: Drs. Gitlin and Pasnau should be commended for 
refocusing the attention of readers on changes and disorders 
that might be associated with specific periods in women’s 
lives. However, the title promised “ta review of current 
knowledge.” In the examination of this promise, I will focus 
on one of the reviewed entities: premenstrual syndrome(s) 
(PMS). 

Reviews of PMS are numerous and this journal published 
one back in 1984 (1). The review by Drs. Gitlin and Pasnau 
followed the same pattern as its predecessors: 1) a statement 
that there is no agreement on definition, 2) a compilation of 
diversified symptoms, etiological theories, and treatment mo- 
dalities, 3) complaints about the methodologic weaknesses 
that plague research in this field, and (sometimes) 4) a call for 
future research. There are even some clichés that are perpet- 
uated from one review to another; e.g., “more than 150 
different symptoms have been associated with the menstrual 
cycle” (for some reason, the exact number 150 is engraved 
on the PMS stone even though almost any symptom can 
occur premenstrually). 

Is there anything new or "current" in the review? The 
authors cited a few articles that were published during 1985— 
1988, but these were just added to the catalogue of papers, 
without a noticeable effort at weighing and evaluating the 
accumulated data in an attempt to formulate working 
hypotheses that might lead to “knowledge.” Drs. Gitlin and 
Pasnau did not even mention the heuristic importance of 
more than two dozen recent studies showing that suppres- 
sion of ovulation, by several agents, alleviates PMS symp- 
toms as diversified as skin disorders and severe dysphoria. 
They just included a single laconic sentence: “Other treat- 
ments studied include gonadotropin-releasing hormone ... 
and danazol.” Where is the evaluation of significance? 
Where is the informed opinion? 

In this writer’s opinion, knowledge is integration of facts to 
a meaningful gestalt, as opposed to a mere list or catalogue of 
fragmented observations or findings. Data on menstrually re- 
lated changes and disorders are accumulating at an exponential 
pace. Treatment, biological, and phenomenological studies 
published during the last 5 years lend themselves to new con- 
ceptualization and formulation of new testable hypotheses. The 
hypotheses might be proven to be in need of amendment, but 
certainly it is about time to move from repetitious reviews of 
PMS to creative and integrative knowledge. 
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Drs. Gitlin and Pasnau Reply 


Sır: Dr. Pearce’s suggestion that postpartum blues are 
most likely the result of sleep deprivation caused by the de- 
mands of caring for a newborn is certainly worthy of con- 
sideration. Studies of postpartum blues, with the exception 
of that of Levy (1), have generally not compared the affective 
lability symptoms seen in the blues with symptoms seen in 
other circumstances in which similar physical stresses—in- 
cluding pain, sleep deprivation, etc.—are common. Cer- 
tainly, more studies of this type would be useful for teasing 
apart cause from effect. 

Dr. Halbreich takes us to task for slighting the importance 
oí some recent studies that have demonstrated the effective- 
ness of ovulation suppression as a treatment for PMS and not 
providing a critical-enough review. To some extent he is cor- 
rect. However, our article was not specifically about PMS. 
Rather, it was intended to provide an overview of a larger 

‘conceptual field, of which PMS is one component. We there- 
fore did not have the luxury of the type of in-depth discus- 
sion he would have preferred. Additionally, it seems prema- 
ture to us to highlight ovulation suppression (or, for that 
matter, any single treatment approach) as a key to better 
understanding PMS in view of the lack of consistent biolog- 
ical correlates of PMS and the extraordinary diversity of 
treatment approaches that are allegedly helpful. All these 
approaches, from light therapy to antidepressants to proges- 
terone to pyridoxine to placebo to ovulation suppression are 
effective—for some women. It is our feeling that until it is 
cemonstrated that one specific treatment approach is consis- 
tently more effective than all the others, we should be cau- 
tious and not leap too quickly toward primary hypotheses of 
this elusive syndrome. 
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Substituting Nonsomatic for Somatic Symptoms in the 
Diagnosis of Depression 


Str: Stephen R. Rapp, Ph.D., and Scott Vrana, Ph.D., have 
provided empirical support for the use of alternative, non- 
somatic depressive symptoms in place of somatic depressive 
symptoms in the diagnosis of depression (1). They have thus 
validated the modified criteria suggested by Endicott (2). The 
difficulty in diagnosing depression without excluding so- 
matic symptoms has been acknowledged time and again (2, 
3), although this has never been empirically examined. So- 
matic symptoms are an inherent part of depression (4) and 

,remain so even in depression in the medically ill. Obviously, 
the problem lies in discriminating the cause of somatic symp- 
toms—whether these are due to the physical illness or to 
depression—to determine cases according to standard diag- 
nostic systems. À large proportion of somatic symptoms in 
depressed cancer patients were found by Robinson et al. (5) 
to be caused by depressive illness unrelated to the cancer. 
Somatic symptoms could also be noted in depressed cancer 
patients whose depression was related to their cancer (S.K. 
Chaturvedi et al., unpublished manuscript, 1989). In addi- 
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tion, in cancer patients depression (and/or anxiety) is likely 
to aggravate somatic (or physical) symptoms that are caused 
directly by the cancer and are unrelated to depression or 
anxiety. 

Jt thus does not seem clinically justified to ignore the so- 
matic symptoms of cancer patients. The substitution of non- 
somatic for somatic symptoms appears rather presumptuous, 
irrelevant, and nonpragmatic. The sensitivity and specificity 
of the modified Research Diagnostic Criteria (RDC), as re- 
ported by Drs. Rapp and Vrana, are very close to those of the 
unmodified RDC, thereby suggesting that excluding somatic 
symptoms does not make any difference. Only three of the 
150 patients in these authors' study had false positive diag- 
noses of depression when the unmodified RDC were used. 
Thus, both replacement and elimination of somatic symp- 
toms in diagnosing depression in cancer patients seems un- 
necessary. In a study on somatic symptoms in referred cancer 
patients (S.K. Chaturvedi et al., unpublished manuscript, 
1989), it was found that clinicians could identify cancer pa- 
tients who had somatic symptoms unrelated to their malig- 
nancy or its treatment and also those whose somatic symptoms 
were grossly out of proportion to the underlying pathology. 
Nearly two-thirds of these patients had a diagnosable depres- 
sive disorder (related or unrelated). It was possible to distin- 
guish the cause of the somatic symptoms to a large extent, and 
the characteristics of somatic symptoms caused by depression 
or malignancy or both could be identified. 
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SANTOSH K. CHATURVEDI, M.D. 
Bangalore, India 


Drs. Rapp and Vrana Reply 


Sig: After reviewing the results of our study, Dr. 
Chaturvedi has concluded that “the substitution of nonso- 
matic for somatic symptoms appears rather presumptuous, 
irrelevant, and nonpragmatic." We disagree and argue that 
the essential question is when to substitute. 

When the cause of somatic symptoms of depression is un- 
known, a psychodiagnostician has four choices: 1) to ignore 
the possible nonpsychiatric etiology, 2) to eliminate the 
symptom from the diagnostic criteria without replacement, 
3) to infer the cause of the symptom, or 4) to seek additional 
information (e.g., substitute an unambiguous symptom). 

None of these alternatives will serve all possible purposes 
for diagnosis. For example, to interpret the symptom with- 
out consideration of the possible nonpsychiatric causes 
(choice 1) will increase false positive case identifications and 
decrease false negatives. If the goal in a particular setting is to 
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identify all possible cases, and diagnostic resources are suf- 
ficient, however, then this alternative may be best. Simply 
eliminating the symptom (choice 2) would make the diag- 
nostic criteria more stringent, increasing false negatives but 
reducing false positives. When the goal is to identify, say, 
only persons with major depression, as in a research project, 
then this alternative may be preferable. Choice 3 (inferring 
the symptom's cause) is the one advocated by Dr. 
Chaturvedi. This choice appears best when the diagnostician 
can confidently and unequivocally ascribe either an organic 
or a psychological cause to the symptom. We have seen no 
evidence that this is an easy task, as he implies. The cause of the 
somatic symptoms of depression can be concurrent medical 
illness, medications, or age-related physiological changes, and 
as such they are inherently ambiguous. Given a patient exkib- 
iting symptoms with unknown causes, a potential solution is to 
substitute symptoms that are unambiguous (choice 4), The con- 
tribution of our article was to show that, for late-life depres- 
sion, there exists a set of such symptoms that can be substituted 
for the somatic symptoms. It should be noted that replacing one 
symptom for another for the purpose of diagnosis does not 
imply that the substituted symptom should not also be moni- 
tored. Careful monitoring of somatic symptoms could provide 
the psychodiagnostician with information that may suLse- 
quently reduce their ambiguity. 

Research on this interesting topic, including our study, is 
hindred by the lack of an adequate nonsymptom criterior, a 
“gold standard,” against which to evaluate the modified and 
unmodified sets of symptom-based diagnostic criteria. Stud- 
ies comparing different symptom diagnostic criteria in rela- 
tion to, say, treatment outcome would be helpful, althorgh 
methodologically complicated. Perhaps researchers with da- 
tabases that include treatment outcome data from studies 
with medical patients will be encouraged by this discussion 
to conduct secondary analyses. 

Finally, DSM-III-R, like earlier editions, offers little to 
guide psychodiagnosticians toward a resolution of the prob- 
lem of ambiguous somatic symptoms. We hope that this 
weakness will be reduced or eliminated in future editions. 
Perhaps an approach like the one described here would be 
helpful; namely, under conditions of high diagnostician con- 
fidence, choice 3 is recommended, while under conditions of 
low diagnostician confidence, choice 4 is recommended. We 
look forward to continued discussion of this topic. 


STEPHEN R. RAPP, PH.D. 
New Haven, Con. 
SCOTT VRANA, PH.D. 
West Lafayette, Ind. 


The Case of the Wolf-Man 


Sir: The interesting review by Peter Buckley, M.B., Ch.B. 
(1) failed to address a number of critical issues, especially in 
relation to the psychodynamics of the so-called Wolf-Man 
case, which Freud regarded as his most important narrative. 
The review touched on the possibility of a “concomitant 
depressive illness”; however, it did not further consider the 
mass of evidence for the diagnosis of a manic-depressive cis- 
order, which had been made by no less an authority than 
Kraepelin but was brushed aside by Freud. I have reviewed 
this evidence elsewhere (2) and pointed out the patient’s own 
convincing account of his depression following his sister’s 
suicide (which resulted in three admissions to sanatoriums), 
its sudden remission before his analysis with Freud, and the 
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likely depressive nature of the later hypochondriacal preoc- 
cupation with a supposed injury to his nose that cleared, 
after 3 years, following a sudden change in mood. The Wolf- 
Man himself recognized the similarity between this and a 
later episode of ideas of reference and intense guilt feelings 
after he was held for questioning in the Russian zone of 
Vienna (3). 

Further confirmation is provided by a probable depressive 
episode with diurnal variation following his wife's suicide 
and, finally, by repeated episodes of depression in his old age, 
lasting up to many months, attested to by many of the ana- 
lysts who saw him during those years and for which he in 
fact received antidepressant medication. The evidence re- 
viewed also raises the possibility of hypomanic episodes fol- 
lowing his first depressive episode and before his hypochon- 
driacal illness. 

The probability of a recurrent affective disorder, whether 
unipolar or bipolar, is strengthened by the extraordinarily 
strong family history, which was again only touched on by 
Dr. Buckley. This extended to at least three generations, and 
the Wolf-Man's father was diagnosed as manic-depressive by 
Kraepelin, a diagnosis that Freud in this case accepted. 

In the light of all this, a more radical reexamination of the 
implications of this case for Freudian theory and practice is 
surely required. Dr. Buckley recognizes that any success in 
Freud's treatment of the Wolf-Man—and the evidence is that 
this was much less dramatic than Freud's and his followers' 
accounts of the case claim (3)—depended to a considerable 
extent on the human interaction involved, rather than the 
ideological framework and interpretations. Curiously, how- 
ever, he suggests that recognition of the importance of em- 
pathic, genuinely two-person therapeutic relationships is a 
development of psychoanalytical thinking. 

On the contrary, it is a return to a style of doctor-patient 
relationship that long antedates Freud (4), with which psy- 
chodynamic practitioners seem still not to have come fully to 
terms. Dr. Buckley made no reference to the Wolf-Man’s 
own accounts of his illness and its treatment (3, 5), which 
firmly bring down to earth some of Freud’s speculations. A 
modern patient commented (6) that even “where it is ac- 
knowledged that the relationship is central to the therapeutic 
process and that there is, or should be, a warm personal 
contact between the two people, the narrative is mainly in 
the third person. An omniscient, authorial voice relates to us 
what the patient thinks or feels ... structured by the ana- 
lyst’s over-view, often with the intention of validating the 
theoretical stance, or demonstrating the skill of the analyst.” 
That comment is surely relevant to Buckley’s review, just as 
it epitomizes Freud’s own account of the case. 
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D. ABRAHAMSON, D.P.M., F.R.C.P.(I), F.R.C.PSYCH. 
Goodmayes, Essex, England 


Dr. Buckley Replies 


Sra: I am grateful to Dr. Abrahamson for drawing my 
artention to his paper on the Wolf-Man. Dr. Abrahamson's 
contention that the patient suffered from a recurrent affective 
illness has much merit, but, as he pointed out in his paper, 
this does not negate the likelihood that the Wolf-Man simul- 
taneously possessed a borderline personality structure. In all 
probability, the state change that would have occurred dur- 
ing his putative depressive episodes would have exaggerated 
and brought into high relief aspects of his enduring person- 
ality disorder. 

Dr. Abrahamson's assertion that I ascribe the recognition 
of the therapeutic utility of an empathic relationship to psy- 
choanalytic thinking alone misconstrues the purpose of my 
review, which was to draw attention to the modern, widen- 
ing psychodynamic perspective on the nature of therapeutic 
change, one that builds on Freud's seminal work. An aware- 
ness of the beneficial effects of an empathic doctor-patient 
relationship has been with us since the Hippocratic corpus, if 
not before, although it is often sadly absent from modern 
medical practice. Until relatively recently in medical history, 
it was frequently all that the physician had to offer the pa- 
tient. It is to Freud's everlasting credit that he recognized the 
importance of unconscious conflicts and fantasies and, in 
particular, the power of transference phenomena as specific 
` aspects of the s relationship. He never claimed to 
have discovered these elements and frequently acknowledged 
that many poets, philosophers, and novelists had implicitly 
or explicitly known about them all along. He averred that 
they were ubiquitous aspects of human relationships and not 
confined to the clinical situation. 

Notwithstanding the embittered patient whom Dr. Abra- 
hamson quotes, the genuine psychotherapeutic enterprise is 
not one in which the therapist imposes an ideology or at- 
tempts to subjugate the patient in order to display technical 
skill, but, in distinct contrast, is concerned with liberating the 
patient from (in Freud's words) “the demons that inhabit the 
human breast," with the avowed intent of enhancing the 
patient's individual freedom. 


PETER BUCKLEY, M.B., CH.B. 
New York, N.Y. 


A Criticism of Process Theory 


Sir: Process theory, as ambitiously developed by Hector 
C. Sabelli, M.D., Ph.D., and Linnea Carlson-Sabelli, R.N., 
M.S. (1), professes to deliver “a comprehensive theory of 
physical and psychological processes" through hypotheses of 
"biological priority and psychological supremacy," *union 
af opposites,” and “creative bifurcations.” For patient care, 
this theory is intended to supersede eclecticism and systems 
theory, which are criticized as less prescriptively specific. 

While initially it gainfully explores promising perspec- 
tives—e.g., humans as open systems or processes, mind-body 
monism, the Zen Bud ist-like understanding that "every- 
thing is one and is many"—and stimulates interest in the 
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complex interactions revealed in system/process models, this 
challenging treatise's cogency founders on a tendency toward 
dramatic but ambiguous and scientifically questionable gen- 
eralizations. Several examples follow. 

“Biological priority" appears to be roughly a subset of the 
familiar nested hierarchy of Engel's biopsychosocial model 
(2), supplied with the usual assumption that the physical 
laws of nature operate at all levels and presumptively under- 
lie emergent properties. Less clear is the posited “‘psycholog- 
ical supremacy” (“male supremacy,” “choice and creativity 
have supremacy over cause”), where “complex processes 
predominate [exhibit supremacy as increased efficacy and 
creativity] by their complexity [increased density of informa- 
tion].” We are also informed that “social processes precede 
the development of personal individuality in the history of 
the species as well as of each person." However, such alleged 
priority, supremacy, and precedence do not directly translate 
into treatment plans, let alone sequential ones; this is mis- 
leading and reductionistic. 

À perceived dichotomy provides two polar opposites, and 
in that sense the opposites co-originate and may be said to be 
codependent, but anything that the "union of opposites" 
asserts beyond this appears obfuscatory (e.g., “the competi- 
tive oppositions of similar forces as well as the enhancement 
of the predominant emotion by its opposite"). In particular, 
the authors call “opposites” many things that in various per- 
spectives actually share many features or have more complex 
relationships (e.g., male and female, pain and sexual arous- 
al). The authors infer that they have discovered fundamental 
truths, when they might more profitably explore how they 
are using language. Similarly, speculations about “creative 
bifurcations" are thought provoking but by no means rep- 
resent the consensus on contemporary interpretations of is- 
sues such as free will. 

Common eclectic practice is actually informed by accumu- 
lated empiric findings, various practical considerations, and 
clinicians! belief systems. We know that successful psycho- 
therapy in cases of severe depression and psychosis generally 
requires prior successful biological treatment; that family 
and group settings are often ideal for interpersonal changes 
and learning; that selection of treatment will be partially 
determined by the patient's worldview, values, and defen- 
siveness regarding treatment modalities, by the local avail- 
ability and cost of various treatments, and by our own 
training and prejudices. We make judgment calls and assump- 
tions. One clinician might reason, “This woman must leave 
the abusive husband she describes; PIL work with her indi- 
vidually on this problem." Another might think, “It’s possi- 
ble that I could work with this husband; I'll try to get him 
in." Another might recommend Gestalt group therapy. Con- 
cluding, for example, that "family therapy should be em- 
ployed...earlier than individual therapy" seems unduly 
constraining. Fortunately, a variety of approaches often ap- 
pear efficacious (3, 4). 
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WILLIAM M. GREENBERG, M.D. 


Paramus, N.J. 


Dr. Sabelli and Ms. Carlson-Sabelli Reply 


Str: We are grateful for this and other invitations (1, 2) to 
discuss process theory. Dr. Greenberg criticizes it as being 1) 
clinically undeveloped, 2) reductionistic, 3) not different 
from Engel's model, and 4) dramatic, ambiguous, and ob- 
fuscatory. 

1. The clinical applications of process theory are dis- 
cussed in Union of Opposites (3) and in upcoming articles 
comparing process-theoretical formulations of clinical cases 
with S formulations. 

2. Clinical issues are organized in a hierarchy of coexist- 
ing opposites—health or sickness, work or need, love or 
loneliness, soul or death—corresponding to biological, so- 
cial, personal, and spiritual levels of integration. The hierar- 
chical order does not require biological issues be solved first 
and spiritual ones last, as the needs of a dying patient illus- 
trate. Biological priorities and the supremacy of the psycho- 
logical are equally important; this is not reductionistic. 

3. Process theory implicates sociobiological and socioeco- 
nomic factors as causes of psychological conflict; traditional 
psychodynamics explain social processes in psychological 
terms and do not include economic issues. Engel's model 
also considers the psychological level as more basic than 
the social. 

4. Process theory is no ambiguous speculation: it applies 
to psychodynamics the concept of bifurcation and the phase 
plane method of modern mathematical, physical (4), and 
biological (5) dynamics. The only scientific critique of pro- 
cess theory is its empirical testing, which we call psychoge- 
ometry, illustrated by the following. 

For 12 subjects we recorded separately the reported inten- 
sities of the positive and negative feelings and reasons that 
underlay their choice of partners. Positive and negative pref- 
erences were inversely related (correlation coefficient—- — 1) 
for some of the subjects for specific activities but not in- 
versely related for others (e.g., for collaborating, correlation 
coefficient —0.32), indicating the coexistence of contradic- 
tory preferences and ambivalence. 

For 13 depressed patients and 16 control subjects we re- 
corded daily (for 1—6 months) variations in 10 mood items 
end analyzed them in a multidimensional phase space. The 
coexistence of anger, anxiety, and depression and the exist- 
ence of mixed affective states indicated that affective oppo- 
sites are not extremes of a single dimension: the interaction 
of coexisting opposites (anger, fear, discouragement) creates 
cycles, catastrophic switches, and chaotic states, processes 
modeled by modern dynamics but not by traditional theories 
of equilibrium. i 

When psychological opposites coexist, they cannot be 
treated as poles of a unidimensional linear continuum. The 
bidimensional phase plane allows the study of coexisting op- 
posites in psychological processes, thereby testing empiri- 
cally the concept of the union of opposites. According to 
Heraclitus, Hegel, Engels, Freud, Jung, and Bohr, opposites 
are inseparable and similar; this is the concept of the union 
of opposites that Dr. Greenberg finds “‘obfuscatory.” 

As a way to integrate mathematical and philosophical the- 
ories of processes with clinical psychodynamics, process the- 
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ory may be a fruitful approach to a new theory of persons—a 
pluralistic and nonsexist theory of Man. We do not claim to 
have achieved it but only to have pointed out a possible 
direction. Chaos theory (5) and process thermodynamics (4) 
are at the forefront of mathematical, physical, biological, 
and social research; it would be imprudent for psychiatrists 
to ignore them. 
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HECTOR C. SABELLI, M.D., PH.D. 
LINNEA CARLSON-SABELLI, M.S. 
Chicago, Ill. 


Object Relations Theory 


Sir: I would like to express my appreciation for the selec- 
tion of “A Critical Review of Object Relations Theory" (1) 
for publication in the Journal. The broad field of psychiatry 
cannot afford to lose its dynamic aspects. Dr. Hamilton had 
to condense a large amount of material in a very limited 
space, and he did an admirable job. Notably, I enjoyed his 
relative synthesis of object relations theory and self psychol- 
ogy. For example, he wrote, “At present, the main difference 
between Stern's work [self psychology] and that of Piaget, 
Spitz, and Mahler is that Stern emphasizes the newborn in- 
fant's rudimentary object relatedness, whereas the others em- 
phasize the undeveloped nature of that relatedness by con- 
trast to later stages of growth" (p. 1555). 

Dr. Hamilton's note of caution about how “psychiatrists 
might consider their treatment failures to be personal fail- 
ures" (p. 1557) is particularly apt at this time when psycho- 
therapy—especially if it involves a longer term of treat- 
ment—is under attack even within the psychiatric community. 
And the reminders that these theories are of practical, utili- 
tarian help in working with patients cannot be overstated. 

I take minor issue with Dr. Hamilton's belief that a weak- 
ness of these theories is that "cognitive and perceptual-motor 
factors have been relatively ignored. There has been little 
consideration of the observation that splitting can result 
from an autonomous ego deficit . . . in cognition so that the 
patient is unable to hold opposites in mind at the same time" 
(p. 1556). Any theory of development would seem to recog- 
nize that certain events or predispositions, be they innately 
biological or environmental, could cause particular devia- 
tions. The power of a developmental system seems to rest in 
the most accurate understanding of the nature of the prob- 
lem. This power is amplified when one understands more 
than one developmental system. Thus, an adequate assess- 
ment of the ego functions of a patient with a cognitive deficit 
might alert the clinician to the fact that achieving libidinal 
object constancy becomes a more difficult, maybe impossi- 
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ble, task. However, whether this hypothetical patient is stuck 
in a symbiotic stage or a practicing stage is not simply a 
matter of theoretical interest. It has significance for how we 
would structure separations and what tasks we might assign 
to prompt further development, albeit with appropriate cau- 
tions to avoid a sense of failure in the patient or the treat- 
ment team. 

We are no closer to a unified theory in psychiatry than we 
aze in physics. It would be foolish to ignore the contributions 
of biological, psychological, and social psychiatry. It would 
be a hindrance to treat the variety of patients and conditions 
with only one view of development. I'd bet that Dr. Hamil- 
ton integrates more than is readily obvious from this one 
article. I certainly plan to read his book Self and Otbers to 
find out. 
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JAMES ALPERT, M.D. 
Albany, N.Y. 


Sir: Dr. Hamilton states that object relations theory is 
“not a complete psychology for general psychiatry," imply- 
ing that a complete psychology is within the realm of possi- 
bilities. In 1931 Kurt Gódel published his incompleteness 
theorem, which proved that no axiomatic system whatsoever 
could be complete unless it were an inconsistent one (1). Dr. 
Hamilton is trapped in an intellectual Móbius strip if he 
continues to hope for and compare psychological models to 
a forever nonexistent "complete psychology.” 
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STEVEN A. ORNISH, M.D. 
San Diego, Calif. 


Dr. Hamilton Replies 


Sir: ] thank Dr. Alpert for his astute comments. He sug- 
gests that it may not be a weakness of object relations the- 
ories that cognitive and perceptual-motor factors have been 
relatively ignored. He goes on to state that assessment of ego 
functions is part of a thorough assessment by psychiatrists 
influenced by these theories. He clearly indicates how knowl- 
edge of self-other relatedness can help clinicians structure the 
world around such impaired individuals to their benefit. 

I entirely agree with his clinical point and hope that more 
authors will write down and publish their thoughts about 
how to help brain-impaired individuals manage and cope 
with their internal and external relationships. For example, 
this set of understandings may have much to offer those who 
work with persons considered to have chronic mental ill- 
nesses or, more specifically, negative symptoms of schizo- 
phrenia (1). 

Dr. Ornish's comments are based on the assumption that 
to state that something is not complete implies that it should 
or could be complete. I did not intend any such thing; quite 
the contrary. Object relations theory's strengths can only be 
appreciated in light of its limitations. Recognition of the lim- 
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its of any theory, as Beahrs demonstrated so clearly in Limits 
of Scientific Psychiatry (2), only makes the theory more use- 
ful. Strengths and weaknesses, it seems to me (3), are often 
two sides of the same Móbius strip; or is it the same side? 
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N. GREGORY HAMILTON, M.D. 
Portland, Ore. 


Janet and Psychological Trauma 


Sir: Bessel A. van der Kolk, M.D., and Onno van der 
Hart, Ph.D., deserve our appreciation for their erudite review 
of Janet’s investigations into the mental processes that trans- 
form traumatic experiences into psychopathology (1). It 
seems to me, however, that their association of Janet’s think- 
ing with posttraumatic stress disorder (PTSD) is labored. 

Janet was concerned with early life trauma only subcon- 
sciously retained. PTSD relates to more recent near catastrophe. 
Ir is all too vigorously remembered with conscious and shock- 
ing clarity in the contemporary atmosphere of entitlement. 
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JOSEPH D. SULLIVAN, M.D. 
New York, N.Y. 


Dr. van der Kolk and Dr. van der Hart Reply 


Sır: To readers familiar only with Janet's translated works 
on hysteria, such as The Major Symptoms of Hysteria (1), it 
might appear that Janet was mainly interested in "early life 
trauma only subconsciously retained," as he identified trau- 
matic childhood events at the origins of that disorder. How- 
ever, throughout his work, Janet extensively described adults 
with acute traumatic reactions. Space allows just a few ex- 
amples of Janet's cases that described adults with posttrau- 
matic psychopathology: Madame D. (2), who developed am- 
nesia after being the victim of a practical joke in which she 
was told that her husband had died and that his corpse 
would arrive shortly at her home; Achille, who developed a 
hysterical psychosis after an illicit affair in which he thought 
he had caught an incurable venereal disease; and Irene (3), 
who developed amnesia and behavioral reenactments of 
deathbed scenes after the traumatic death of her mother. 
Other examples of patients with PTSD-like symptoms after 
adult trauma include the cases of Vof, Bre (4), and Nicole. 

Dr. Sullivan's assertion that "recent near catastrophe . . . is 
all too vigorously remembered . . . in the contemporary at- 
mosphere of entitlement” ignores Janet’s own tribute to his 
predecessors, cited in our article: “All the famous moralists 
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of olden days drew attention to the way in which certain 
happenings would leave indelible and distressing memo- 
ries—memories to which the sufferer was continually return- 
ing, and by which he was tormented by day and by night” 
(5). There is nothing uniquely contemporary about intrusive 
preoccupation with one’s misfortunes, desire for vengeance, 
and the compulsion to repeat the trauma; indeed, this theme 
is as old as the Psalms, the Iliad, and the Greek tragedies. 
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BESSEL VAN DER KOLK, M.D. 
Boston, Mass. 

ONNO VAN DER HART, PH.D. 
Amstelveen, The Netherlands 


Stressing the Issue of Homelessness in Residency Training 


SIR: The Commentary “A Basic Residency Curriculum 
Concerning the Chronically Mentally Ill" by Larry R. 
Faulkner, M.D., and associates (1) is an excellent blueprint 
for enhancing residency training in a long-neglected area. It 
is a realistic plan that offers specific educational objectives as 
well as suggestions with regard to clinical treatment, faculty 
supervision, and didactic presentations. 

Although the suggested educational topics are wide rang- 
ing and significant, it is especially important in this context 
to stress the issue of homelessness. A number of studies have 
shown that among homeless single adults, approximately 
one-third are chronically mentally ill. Some of the physical 
and mental health needs of these individuals are unique and 
require special clinical interventions. Residents should re- 
ceive didactic presentations that address these patients! com- 
plex service needs, with a focus on the assessment and en- 
gagement of such patients. No resident should graduate 
without having visited a shelter and, if possible, without hav- 
ing accompanied an outreach team on a clinical assignment. 

John Talbott, M.D., long an advocate for the chronically 
mentally ill, as President of APA established in 1983 a Task 
Force on the Homeless Mentally Ill under the direction of 
Richard Lamb, M.D. To give maximum attention to these 
issues, Lewis Judd, M.D., Director of the National Institute 
of Mental Health, recently established an Office of Programs 
for the Homeless Mentally Ill under the direction of Irene 
Shifren Levine, Ph.D. APA has just organized a new task 
force that has been directed to develop public policy recom- 
mendations with strategies for implementation. 

National leadership and advocacy are important in estab- 
lishing and addressing the service needs of the homeless men- 
tally ill population. No significant progress can be made, 
however, unless an adequate number of psychiatrists are at- 
tuned to this underserved group of patients. There is no bet- 
ter way to achieve this than by educating our residents. 
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Patient-Therapist Sex 


SIR: I would like to comment on the exchange of letters 
between Judith V. Jordan, Ph.D., and associates and Thomas 
G. Gutheil, M.D. (1) on the subject of Dr. Gutheil’s article on 
borderline personality disorder and patient-therapist sex (2). 

I appreciate the intent of Dr. Gutheil’s article. If we hope 
to help patients emerge from transference into a state more 
like enlightened self-interest and objectivity about others, we 
must be free to do the same thing with countertransference in 
each particular case and in general. His article attempted to 
promote that development in his fellow physicians. In effect 
he was saying, “Be objective. Look at what is happening. 
Your patient may (and should) have motives apart from your 
welfare." Presumably, the physician who can hear this mes- 
sage will be better able to help the patient fend for himself or 
herself in the real world as well. 

We should not have to blind ourselves to the fact that 
patient variables may contribute. This is not necessarily to 
blame the patient; motives for seductive behavior are (obvi- 
ously) universal, are understandable, and include some (such 
as altruism) that are admirable. Awareness of this hardly 
lessens the therapist’s responsibility for monitoring transfer- 
ence and countertransference. However, in sympathy with 
Dr. Jordan and her associates, I do wish there were some 
way of making these points with less emphasis on borderline 
pathology. 

We have “abusive therapists.” We have “borderline” pa- 
tients. Could there be instances of therapist-patient sex at- 
tributable to the synergism of two personalities? Further, 
does anyone know of a therapist-patient pair of ordinary 
people who simply came to unusual grief pursuing the usual 
mirage? 
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Criticism of Mnemonic Device 


SIR: The mnemonic for borderline personality disorder, 
"I m a sap, i.e., borderline," described by Abigail D. Powers, 
Ph.D., and Prevesh K. Rustagi, M.D. (1), is offensive to pa- 
tients and will diminish the public trust in our helping pro- 
fession. The insulting nature of this mnemonic far outweighs 
any putative educational or clinical benefit. 

It is true that patients with borderline personality disorder 
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can sap our resources, and there are times when the private 


expression of sarcastic humor, either covert or overt, can 
help us to decathect and deal with our frustration. The “I’m 
a sap, i.e., borderline” mnemonic is perhaps no more insult- 
ing than many other terms used for patients (GOMER, dirt- 
ball, etc.), but these terms are used informally. Their use has 
been discouraged by the medical establishment. I am dis- 
mayed that the official journal of the American Psychiatric 
Association could publish this mnemonic device without ref- 
erence to the potential deleterious effects on individual pa- 
tients and on the esteem with which psychiatrists are held. 
This will not help our goal of destigmatizing mental illness. 


REFERENCE 


1. Powers AD, Rustagi PK: Mnemonic device for criteria for bor- 
derline personality disorder (letter). Am J Psychiatry 1989; 146: 
1517 


ERIC W. LARSON, M.D. 
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Sır: Mnemonic devices have a long and cherished tradi- 
tion in medicine. I can still recite the names of the carpal 
bones, and anyone who has ever heard of “‘Tillie’s pants" 


knows why. Mnemonics, including those of an irreverent 
nature, can facilitate and enliven the learning process. 

However, the line should be drawn when a proposed mne- 
monic device mocks our patients. The “useful” mnemonic 
for borderline personality disorder criteria, in which the pa- 
tient is referred to as a “sap,” amounts to name calling, and 
the Journal’s publication of it is somewhat embarrassing. 
The authors stated that the rationale for using the word 
"sap" comes from the draining nature of working with these 
patients. It is perhaps bad enough that the mnemonic should 
refer to this, but, worse, the usage unmistakably implies an- 
other meaning of “sap.” It is unrealistic to expect that we 
will never think mean thoughts about patients, but the last 
thing we need is an educational tool that inherently and 
gratuitously fosters such thinking. I dare say it is far prefer- 
able for us to be imperfect in rote recall of the borderline 
criteria. 

I would urge Drs. Powers and Rustagi to find alternative 
methods of teaching about borderline personality disorder. I 
suspect that I am not the only one who was outraged by their 
proposed device. I trust that it will not be widely adopted. 


MARK CANNON, M.D. 
New York, N.Y. 


Reprints of letters to tbe Editor are not available. 


Correction 


In the article "Spectral Analysis of Cyclic Symptoms in Late Luteal Phase Dysphoric 
Disorder" by Sally K. Severino, M.D., et al. (September 1989 issue, p. 1159), the first 


whole sentence on the page should read, 


In the analysis of these data, we found that the five symptoms of enjoyment, mood 
swings, depression, anxiety, and irritability or anger were especially sensitive to the 
effect of premenstrual severity group (p«0.05, MANOVA) and its interaction with 


psychiatric diagnosis. 
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beet diee A POUC a testing. However, tha eoc- 
trocardicgrams of 312 patients who recatved Prozac double-blind trials 
were retresp evaluated: no conduction abnormalities that resulted In 
seed rved. The mean heart rate was reduced by approxi- 


beats/min, 

SUD aise GERE dver the clearances of flucxstine and its 
active matabolite, norfluaxetine, were decreased, thus increasing the eüm- 
Sed a patent WHERE se Tee e mod 
be [ae in Meno xm cirrhosis. 

metabolized, excretion of unchanged 
inue M vue pita tion. However, until adequate iced 

with severe renal impairment have been evaluated during chronic 

with flucxotine, ft should bs used with caution in such patients 
ala Occitiad AA Eray wth Rora. ad TY ai 

occi uring therapy an 

folowing orion ofi of the coh Mis dei pons 
Lai Rape gr eie: aes n pp vin dier whe 
f ic t met n e n 
therapy with Lic ed 






about Oparta ding automo 
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information for Patients — P eee ORT HMM UQ 


issues with an or anom 
eae eta or motor skills, patiants 


Because 
shoukd be C TOM ta ie driving a car or o Spend hazardous 
eir performance is 


machinery until they are reasonably certain that 
not ettected. 
bates ODE MARIS inform ier physician N Fev aa wee or 
MI cries any prescription or over-the-counter drugs or alcohol. 
ts should Be advised to notify thelr idan if they become prag- 
nant or intend to become pesgnant during 
denis shouid bo ftd ts noty- thé: paystcan i dace breast 


fesdir g an Infant. 
Patients shoud be advised w notify thelr physician Vy develop d io hr 


oe iod ~- There are no specific 
Drug irceractions —- — As with ail d sie pola or nircton by a 
variety of mechanisms (Je. rg pharmacokinste dr b 
bition or anh ity (see Accumulation and Show 
Elimination uncer COnical 


patients recolving Prozac in combination with tryp- 
up reactions, including agitation, 






restiessness, and 
hase age hiton — See Wam 
a basn than epn rong 
ae stable a levels is of other antidepressants whe his 
erst ree in aa mahan with thasa ananta iten Aike and 


Slow Elimination under Clinica Pharmaco logy} 

— There have been reports of both Used and decreased 
kthlum when lithium was used concomitantly with fluoxetine. Cases of 
Mthium toxicity have been reported. Lithium levels ae be monRored 
whan these drugs ara val 


administered dlazepam 
on and Stow Elimination 
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protein (eg, Coumadin, figit n) cause a a shift in plasma con- 
p aliy resulting in an Conversely, adverse 
may result from displacement of protein-bound fluoxetine by other 


toy bound ts {see Accumulation and Slow Elimination under Clinical 


Mis ni been Sy Sada, DAE Consscuenthy 
rugs onsequ 

ONG acie drugs Tas not bean spatia evakated. Consequently 
drugs is required (see Accumulation and Slow Elimination under Clinical 


acology). 
py — There are no clinical studies establishing the 
PER tent on uate has benn port report of a 
prolonged s reina nt on fluoxetine N 
Muta — There is no evi- 


dance of carcinogenicity, Tenet of eanne of atiy with 


The dietary administration of fuoxstine to rats and mice for two years at 


to approximataly 75 and 9.0 times the maximum human 
doe mo) e respectie p Ponure 09 NINI bd dut jab BR 


fiorftuosetine have been shown fo Rue nO E utr 
Tonne urne assays: e bays ge tn 
cukured rat hepatocytes, mouse lymphoma assay, in vivo sister chro- 
matid exchange assay in Chinese hamster bons marrow cells. 

Two factility studies conducted in rais at doses of approximately five and 
nine times the maximum human dose (80 mg) indicated that fluoxetine had 
no adverse sfiscts on fertility. A slight decrease in neonatal survival was 
noted, but this was probably associated with with depressed materna! food con- 


sumption and i suppressed weight gain. 
rade ne and ilie ^ 
nine and 11 times 


dally human dose (80 mg) n Prat ire home OAIN no 
evidence of harm to the fetus dus however, no adequate 
and well-controlled studies in pregnant women. Because animai reproduc- den 
tion studies are not always predi of human responsa, this drug should 


be used during preg only If clearty needed. 

M 

s unknown. 

Mothers — Because drugs are excreted in human milk, 
is administered to a nursing g 


the concentration of fiyaxetine plus 


norfluaxetine Me 70.4 ng/mL. The concentration in the mother’s plasma 
wes 295.0 n L. No adverse affects on the Infant were reported. 
in — Safety and effectiveness in children have not been 


estab ; 
in tha Elderly — Prozac has not been systematically evaluated in 
older prana: however, several hundred elderly patients have participated in 
clinical studies with Prozac, and no unusual adverse age-related phenomena 
have been identified. However, these data are insufficient to rui out passibie 
ies differences rte chronic use, particularty ln eiderty pattents 
concomitant systemic illnesses or who are receiving concomitant 


— Several cases of mia (some with serum sodium 
lower than 110 mmol/L) have been reported. The natremis appeared to 
cen al red il aco abr neal ough these cases were 
eerie wit possible etiologles, some ware possibly due to the 
m roma of fnappioprate antidiuretic hormone fine secretion (SIADH). 

of these occurrences have been In older 2 a REENE 
taking UrBllcs or who were otherwise volume depleted 


Adverse Reactions: Commonly Observed -— The most commonty observed 
adverse events associated with the use of Prozac and not sean at an equiv- p 
alent incidence among placebo-treated patients were. nervous system com- 
nts, ning anxiety, nervousness, and insomnia; drowsiness and 
t or athan ; tremor; sweati x astrointestinal complaints, Including 
anorexia, nausea, and diarrhea; a ox lightheadedness. 
Associated With Discontinuation of treatment — Fifteen percent of appro- 
mately 4,000 patients who received Prozac in US Lolly aa ciini Mies 
discontinued insatment dus to an adverse event, 
causing petiole pt Tain divested (3 ON early Ray are nery- 
OUSNESS, nsomn Nausea: nervous 
system (1.6%), primanty dizziness; puts as a whols (1.55), primarily 


enia and headache; and skin (1.4%), Fas Thee rash and pruritus. 
Incidence in d that follows enumerates 
adverse events that Ted a (een of 1% or more among Prozac- 
treated patients who ted in controlled trials comparing Prozac with 





Involving d different t uses, an gators. 
however, do provide the prescribing clan with some basis tor estimating 
the relative contribution of drug nondrug factors to the side-effect 
moklence rate in the population studied. 
EXPERIENCE INCIDENCE 
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Other Events Observed of Prozac — 
During clinical testing In tha US, rmuftiple doses of were administered 
to approximately 5, 


term- 


gful ng 
events without first grouping similar Boe of untoward events into a limite F 
ü k reduced) number of standardized eve DNE. 

in the tabulations which follow, a standard COSTART Dictionary mi 
nology hes been used to classify reported adversa events. The frequencies 
presented, therefore, represent the proportion of the 5,600 į uals 
exposed to Prozac who experienced an event of the type cited on at east ons 
occasion while ET events ars included except 
those already listad in tables, ia those 
is italia ay thoss events where a drug cause was remote. itis impor 

tant to emphasize that, atthough the events aporia did occur during traat- 
mant with Prozac, were not necessarily caused by it. 

Events are further classified within body system cats es and enumet- 
ated In order of decreasing frequency using the fo definitions: 
frequent adverse events ars defined as those occuring on one or more 
occasions in at least 1/100 nts; Infrequent adverse events are those 
occurring n 1/100 to 1/1, 0 patients; rare events are those occurring 


n peel Wik. spree chilis; Infrequent: chilis and fever, cyst, tace 
over effect, haw paln, malaise, neck pain, neck rigidity, and 
: abdomen enlarged, ed. uma Mx: IVUIOCEDHIUN hypoth er- 


T n over 
VR oa edd monkasis, a 
CIRGUE on P E nis hemor 
rhage, hypertension, otension, mor 
cope, and tachycardia: AV block fi 


in. postural 
branch block, cerebral Ischemia, 


tension, 
is ak 


‘arch, thrombophlebitis, 


vascular headacha, and ipei adiac 

vent: dre im nfrequant: aphthous 
sioma gia, emictation, esophagitis, gi pedcs 
liver function tests abnormal, melena, stom thirst; Rare: bloody diar- 


thea, choiscysiitis, cholelithiasis, colitis, duodenal ulcer, enteritis, fecal 
incontinence, hematemasis, hapatitis, hepatomegaly, hyperchlorhydria, 
increased salvation, jaundice, liver tenderness, mouth ulceration, 

ga enlargement, stomach ulcer, tongue discoloration, and tongue 


ystam — infrequent: hnypothyroldism; Rare: gotter and 


es a Lymphatic ayalem — infrequent: anemia and lympha- 
ng creased, blood dyscrasia, leukopenia, 


ocytosis, pete purpura, sedimentation rate Increased, and 


-Frequant: walght loss; /nf. ized 
MR, emia, READ As sdema, and we gr in Rare: 
n, f hyperglycem hyperitpernia, 
TU edo d hyponatremia, and iron deficlency anemia. 
Musculoskeletal m — Infrequent: vee bone pain, wt sel 
osynovitis, and twit ri Rare: bone necrosis, cho 
he mor age, myositis, osteoporosis, pathological fracture, and bie er 


: abnonnai dreama and agitation: infrequent: 
M M axathisia, amnesia, apathy, atada, 
buccoglossal synérome, C lation, convulsion, delusions, deper- 
sonalization, rna ‘hallucinations, hostility hyper 
kinema, hyp geld ination, libido Increased, manic reaction, 
neuralgia, neuron. TUM reaction, psychosis, and vertigo; Rare: 
abnormal electroencephalo bat antisocial reaction, chronic brain 
syndrome, Bia pa ression, coma, dysarthria, 
dystonia, extrapyrami and rre n oni, hysteria, myoclonus, 
nystagmus, paralysis, reflexes decreased, stupor, and torticollis. 
~~ Frequent: bronchitis, rhinitis, and yawn: In/requent: 
i coup, hyperventilation, and pneumonia; Rare: apnea, 
enopis > pe ypaca. larynx edema, lung edema, lung fibrosis/alveolitis, 
an ral effusio 


~ [nfrequant: acne, alopecia, contact dermatitis, 


edema, hypog 


n, ex, igal carat, à harpe and urticaria; Rare: oy 
REA multifo heo arm at zoster, hirsutism, psa 
purune rash, pustu skin Paran, skin frypertro- 


pig RE abnormal ejaculation, amenorrhea, 


breast pain, dysuria, fibrocystic breast, impotence, leukorrhea, 
ler Filet ny ovarian disorder, urinary incontinence, urinary 
urimary urgency, urination impaired, and vaginitis; Hare: abortion, 
aburinur, breast eniargement, arraun kis, female lacta- 
tion, hematuria, hypo omenorrhos, t egere dus, matrorchagta, orchitis, 
; ritis, pyuria, saiping . urethritis, urinary 

dus disorder, urolithiasis, uterine Seaton aie uterine spasm, and vaginal 

0 


Postintroduction AE reports of adverse events tem- 
ractics A a D ah reac tat been received since market Intro- 


Bae sd Whaat REY have RO RU EONS eit tno drug told the 
following: vaginal beading after drug withdrawal, flyer prolactnenye 
thrombocytopenia. and contusion, 


Overdosage: Human ~. Ag of December 1987, there ware two 


Mes j-rpesen T: 800m of flugetis and 
an undetermined amount of maproti 


of fiugxetine 
and maprotiline were 4.57 mg/l. and 4.18 respectively. A second death 
involved three drugs Fi | m concentrations as follows: fluoxetine, 
Medie norfiuoxetine, 1.10 mg/L: codeine, 1.80 mg/L; temazepam, 
One other patient who reportedly took 3,000 mg of fiuoxetins experienced 
two grand mal seizures that rem spontaneously without specific anii- 
convulsant treatment (see Management), The actual amount of drug 
absorbed ed have been less due to vomiting. 
vomiting were prominent In overdoses involving higher ftuox- 
etine doses. Othsr prominent overdose incited tation, 
restlessness, Inypomania, signs of CNS excitation. for the 
two deaths noted above, all other overdose cases recovered without residua. 
Since introduction, a single death attributed to overdose of fluoxetine 
alone has been reported. 
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Dista Products Company 
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START terms so general as to be 7 


MEDICAL DIRECTOR 
SUBSTANCE ABUSE TREATMENT UNIT 





John J. Pershing VA Medical Center - Poplar Bluff, 
MO 


The John J. Pershing VA Medical Center, Poplar 
Bluff, MO has excellent opportunity for a dynamic, 

self-motivated BE/BC Psychiatrist to head newly 
funded Substance Abuse Treatment Unit (SATU). 
A real opportunity to help make the program what 
you want it to be! ' 


The "Bluff" is located in scenic SE Missouri, has 
very low cost-of-living, good schools, and abundant 
outdoor recreation opportunities. Enjoy quality of 
life, almost "normal" hours, excellent professional 
position, no need for malpractice insurance, 30 days 
paid vacation/15 days paid sick leave, good 
retirement plan and other benefits. 


Please contact: 
Chief of Staff 
VA Medical Center 
Poplar Bluff, MO 63901 
or call (314) 686-4151, ext. 334. 


Equal Opportunity Employer. 





CLINICAL ASSOCIATE 
OR 
‘SENIOR STAFF FELLOW 


The Laboratory of Clinical Studies, National Institute on 
Alcohol Abuse and Alcoholism, Public Health Service, 
invites applications for a position to study the psycho- 
blology and molecular biology of alcoholism and Its 
complications. Unique opportunity to become a member of 
a multidisciplinary team working in a 10-bed research ward 
and outpatient clinic at the National Institutes of Health 
Clinical Center, Bethesda, Maryland. State-of-the-art 
equipment and experienced technical support available. 
The salary range is $40,000 to $52,000 per annum 
commensurate with qualifications. Interested candidates 
must be board certifled or eligible psychiatrists or 
neurologists who are U.S. citizens or permanent residents. 
Position information and qualification requirements may be 
obtained by contacting Dr. George. This position is 
avallable now. Submit Curriculum Vitae and names of 
three references to: 


Ted George, M.D. 

National Institute on Alcohol 
Abuse and Alcoholism 
Laboratory of Clinical Studies 
Bullding 10, Room 3B-19 
9000 Rockville Pike 

Bethesda, Maryland 20892 
Phone: (301) 496-9705 


NIH is an Equal Opportunity Employer 





















FACULTY OF MEDICINE 
UNITED ARAB EMIRATES 
UNIVERSITY 






Applications are invited for appointment at Assistant, Associate 


and full Professorial rank in the Department of Paediatrics 


(Child Psychiatry). | 
| 
Candidates must possess a medical degree and/or PhD degree or 
an equivalent higher professional degree from an accredited 
university or institution of higher learning, or any higher 
professional certificate such as Membership or Fellowship in the 
Royal College of the UK, Ireland, Canada, Australia and New 
Zealand (MRCP, FRCS, MRC Path, MRC Psych, FFARCS, 
MRCOG, FRCR), or the certificate of the American Board or the 
Arab Board for Medical Specializations. The language of 
instruction is English. | 


Candidates for these positions must be able to demonstrate 
leadership experience in the development of teaching, research 
and, where appropriate, clinical service programmes. 


Persons interested in additional information denn should 
send a curriculum vitae including list of publications, copies of . 
aC M MM CL 


P.O. Box 17666 
Al Ain 
United Arab Emirates 
Fax No: 971 3 638247 
^ Applications will be closed six weeks "S of publication or 
September 15, 1990, whichever occurs first. | 















Group Health Association, a Washington D.C. area 
health maintenance organization, has an immediate 
opening for a 


PSYCHIATRIST 


i 
Group Health Association is a model for excellence 
in primary and specialty medical care. Our 200 + 
physicians provide care for more than 155,000 
members in our nine Highly eens medical 
centers. 


In return for your expertise, we offer very 
competitive salaries and an outstanding benefits 
package that includes: vacation, sick leave, and 
extensive insurance coverage (malpractice, life, 
retirement, disability, dental.) Further, we cover 
hospital/licensing fees, professional society dues, and 
continuing education expenses. | 


Our Mental Health Department is an innovative and 
multi-talented one that provides a variety of clinical 
services. We seek ambitious professionals who are 
board certified/eligible and are well versed in 
interdisciplinary treatment. Please send your 
curriculum vitae or call Mary Hines, Physician 
Recruiter collect on (202) 966-4685 or direct dial on 
(202) 364-7442. 


Turner Bledsoe, MD, Medical 


Group Health Association 


4301 Connecticut Avenue, N.W. 
Washington, D.C. 20008 
I 


| 
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The Department of Psychiatry 
in the Faculty of Medicine 
of the American University of Beirut 
Beirut, Lebanon 


invites applications for faculty appointments at the 
Assistant, Associate and full Professorial levels. 
Candidates should have Ph.D. and/or M.D. degrees. 
Successful candidates will be expected to participate in 
teaching medical students and graduate students, and to 
develop a research program. Send complete c.v., 
including publications list, brief statement of research 
plans, and names and addresses of three references to: 














































Adnan M. Mroueh, M.D. 
Vice President for Health Affairs and Dean 
Faculty of Medicine and Medical Center 
American University of Beirut 
850 Third Avenue, 18th Floor 
New York, NY 10022. 


AUB is an EO/AA employer. 





U.S. passports are presently invalid for travel to, in or 
through Lebanon, and for residence in Lebanon, by 
order of the Department of State, and therefore 
applications from individuals who would travel to or 
reside in Lebanon on a U.S. passport cannot at this time 
be considered. 





DIRECTOR OF CLINICAL 
DIAGNOSTIC AND RESEARCH 
CENTRE 


Due to a restructuring within our organization, Alberta 
Hospital Edmonton (AHE) is currently accepting applications 
for a dynamic and experienced Director, to work on a 
contractual basis in our new Clinical Diagnostic and 
Research Centre. 


Reporting to the Vice-President, Clinical, the mandate of the 
Director, Research will be to act as a consultant on research 
methodology within the hospital as well as to strengthen the 
already will established research aspect of the hospital. Your 
background will include a demonstrated ability in the 
preparation of research proposals as well as considerable 
evidence of published research work. Your ability to solicit 
external research funding is evident by your outstanding 
public relations skills and your accomplished track record. 
You are a seasoned clinician with the necessary 
administrative skills enabling you to effectively manage this 
internally supported hospital research centre. 


With 648 beds and more than 1,100 staff, AHE is the largest 
psychiatric treatment centre in Alberta. As an affiliated 
teaching hospital of the University of Alberta, many hospital 
staff members hold academic appointments with the 
University. 


Those individuals with a doctorate in the social sciences or 
medicine are invited to submit their curriculum vitae, by 
September 28, 1990, to: 


Dr. David R. Cornish 
Vice-President, Clinical 
Alberta Hospital Edmonton 
Box 307, Edmonton, AB 
Canada T5J 2J7 


Telephone: (403) 472-5439 
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BC/BE PSYCHIATRIST 


Fulltime position. Join two board certified psychiatrists and 
a full complement of other Mental Health professionals 
delivering ambulatory care and inpatient psychiatric 
consultations and therapy. Complex acute and long term 
psychiatric patients are referred to other affiliated facilities. 
New inpatient unit - opportunities for program 
development. Des Moines, Iowa, is a modern progressive 
community with a prosperous and diversified economy 
(population 304,000). National surveys rate public schools 
in Iowa best in the nation. In the most recent National 
Association of Realtors report, Des Moines, Iowa, has the 
second lowest housing costs of 62 metropolitan areas 
studied. The Des Moines Department of Veterans Affairs 
Medical Center (DMV AMC) is a 273-bed acute medical 
surgical hospital with a large multispecialty outpatient 
program and residencies in medicine and surgery affiliated 
with the University of Iowa College of Medicine. Regular 
work hours and liberal fringe benefits. 


For information contact: Apply to: 








Russell Glynn, M.D. Personnel Service 
Chief of Staff VAMC 
515-271-5853 30th & Euclid 


Des Moines, Iowa 50310 


Equal Opportunity Employer. 


ACADEMIC PSYCHIATRIST 


James H. Quillen College of Medicine 
East Tennessee State University 
Johnson City, Tennessee 


ETSU 


East Tennessee State Univer 


Academic psychiatrist sought by James H. Quillen College 
of Medicine at Assistant Professor level. Faculty position is of- 
fered with primary responsibility for treatment of outpatients 
psychotherapy service for residents and teaching graduate stu- 
dents and residents. Duties divided between ETSU and 
VAMC. 


Stimulating university community situated in the beautiful 
Smokey Mountains with tremendous access to outdoor ac- 
tivities. Temperate climate and all the advantages of univer- 
sity town life. 


For information, send CV to: 


Louis A. Cancellaro, M.D., Ph.D. 
Professor and Interim Chairman 
Department of Psychiatry 
James H. Quillen College of Medicine 
P.O. Box 19,510A 
East Tennessee State University 
Johnson City, TN 37614 
Phone: (615) 929-6305 


ETSU is an AA/EOE. 





“The 
drugstore 
offered me 
a cheaper 
medicine... 


I didnt know 
what to say." 


Avoid confusion... 
always specify 


Stelazine 


Drand of 


trifluoperazine HCI 


Available in Tablets: 1, 2, 5 and 10 mg 
Multiple-dose Vials: 10 mL (2 mg/mL) 
Concentrate: 10 mg/mL 


Before prescribing, please see brief summary of 
prescribing information on adjacent page. 


SKSSF LAB CO. 


Manufactured and distributed by SK&F Lab Co., Cidra, P.R. 00639 ©SK&F Lab Co., 1990 





m ® 
S$telazine brand of 


trifluoperazine HCI 


Before bing, see com prescribing information In SK&F Lab Co. 
literature or PDR. The following Is a brief summary. 


Contraindications: Comatose or greatly depressed states due to C.N.S. depressants, blood 
dyscrasias; bone marrow depression; liver damage. 


Warnings: Tardive dyskinesia (TD) may develop in patients treated with neuroleptic (antipsy- 
chotic) drugs. The risk of TD and likelihood of irreversibility are thought to increase as duration 
of treatment and total cumulative neuroleptic dose increase. Much less commonly, the syn- 
drome can develop after relatively brief treatment at low doses. There is no known treatment 
for TD, although it may remit if neuroleptics are withdrawn. Neuroleptic treatment may 
suppress signs and symptoms of the syndrome and thereby mask the underlying disease 
process. To minimize risk of TD, generally reserve chronic neuroleptic treatment for patients 
who suffer from chronic illness that responds to neuroleptics and for whom alternative, 
effective, less harmful treatments are not available or appropriate. In patients requiring chronic 
treatment, the minimal effective dose and shortest duration of treatment should be sought. 
Periodically reassess need for continued treatment. If yo and symptoms of TD appear, 
discontinuation of neuroleptics should be considered. (See PRECAUTIONS.) 


Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been 
reported in association with antipsychotic drugs. Clinical manifestations include: Hyper- 
pyrexia, muscle rigidity, altered mental status and evidence of autonomic instability. 


The management of NMS should include 1) immediate discontinuation of antipsychotic drugs 
and other drugs not essential.to concurrent therapy, 2) intensive symptomatic treatment and 
medical monitoring, and 3) treatment, if available, of any concomitant serious medical 
problems. 


‘Stelazine’ Concentrate contains sodium bisulfite, which may cause allergic-type reactions 
including anaphylactic symptoms or asthmatic episodes in certain susceptible people. The 
prevalence of sulfite sensitivity in the general population is unknown and probably low and is 
seen more frequently in asthmatic than in non-asthmatic people. 


Generally avoid using in patients hypersensitive (e.g., have had blood dyscrasias, jaundice) 

to any phenothiazine. Caution patients about activities requiring alertness (e.g., operating 
vehicles or machinery), especially during the first few days’ therapy. Additive depressant effect 
is possible with other C.N.S. depressants, including alcohol. Do not use in pregnancy except 
when essential and potential benefits clearly outweigh possible hazards. Prolonged jaundice, 
extrapyramidal signs, hyperreflexia and hyporeflexia have been reported in newborns whose 
mothers received phenothiazines. There is evidence that phenothiazines are excreted in the 
breast milk of nursing mothers. 


Precautions: Since some patients chronically exposed to neuroleptics will develop tardive 
dyskinesia, it is advised that, if possible, full information about this risk be given to patients or 
their guardians when chronic use is contemplated. 


Use cautiously in angina. Avoid high doses and parenteral use when cardiovascular system is 
impaired since hypotension has occurred. Antiemetic effect may mask the signs of overdosage 
of other drugs or obscure diagnosis and treatment of certain physical disorders. Prolonged use 
of high doses may result in cumulative effects with severe C.N.S. or vasomotor symptoms. If 
retinal changes occur, discontinue drug. Agranulocytosis, thrombocytopenia, pancytopenia, 
anemia, cholestatic jaundice, liver damage have been reported. Use cautiously in patients with 
glaucoma. 


Patients with a history of long-term therapy with ‘Stelazine’ and/or other neuroleptics should 
be evaluated periodically for possible dosage adjustment or discontinuance of drug therapy. 
Neuroleptic drugs cause elevated prolactin levels that persist during chronic use. Since approxi- 
mately one-third of human breast cancers are prolactin-dependent in vitro, this elevation is of 
potential importance if neuroleptic drug use is contemplated in a patient with a previously 
detected breast cancer. However, Clinical and epidemiologic studies to date have not shown 
an association between the chronic use of neuroleptic drugs and mammary tumorigenesis. 
Chromosomal aberrations in spermatocytes and abnormal sperm have been demonstrated in 
rodents treated with certain neuroleptics. Use cautiously in persons who will be exposed to 
extreme heat. 


Phenothiazines may diminish the effect of oral anticoagulants. Phenothiazines can produce 
alpha-adrenergic blockade. Concomitant use of phenothiazines with propranolol increases 
plasma levels of both drugs. Concurrent use of phenothiazines may counteract antihyperten- 
sive effects of guanethidine and related compounds. Thiazide diuretics may accentuate the 
orthostatic hypotension that may occur with phenothiazines. Phenothiazines may lower the 
convulsive threshold and may also precipitate phenytoin toxicity; dosage adjustments of 
anticonvulsants may be necessary. If neuromuscular reactions occur in pregnant women, or in 
children, permanently stop neuroleptic therapy. Patients should not receive ‘Stelazine’ 48 
hours before or 24 hours after myelography with the contrast medium metrizamide. The 
presence of phenothiazines may produce false positive phenylketonuria (PKU) test results. 


Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry mouth, insomnia, 
amenorrhea, fatigue, muscular weakness, anorexia, lactation, blurred vision. Neuromuscular 
(extrapyramidal) reactions: motor restlessness, dystonias, pseudo-parkinsonism, tardive 
dyskinesia, and a variant, tardive dystonia. 


Other adverse reactions reported with Stelazine (trifluoperazine HCI, SK&F) or 
other lazines: Some adverse effects are more frequent or intense in specific 
disorders (e.g., mitral insufficiency or pheochromocytoma). 


Grand mal and petit mal convulsions, particularly in the presence, or with history, of EEG 
abnormalities; altered cerebrospinal fluid proteins; cerebral edema; prolongation and intensifi- 
cation of the action of C.N.S. depressants, atropine, heat, and organophosphorus insecticides; 
nasal congestion, headache, nausea, constipation, obstipation, adynamic ileus, ejaculatory 
disorders/impotence, priapism, atonic colon, urinary retention, miosis and mydriasis; reactiva- 
tion of psychotic processes, catatonic-like states, hypotension [sometimes fatal); cardiac arrest; 
leukopenia, eosinophilia, pancytopenia, agranulocytosis, thrombocytopenic purpura, hemo- 
lytic anemia, aplastic anemia, jaundice, biliary stasis, hyperglycemia, hypoglycemia, glycos- 
uria, menstrual irregularities, galactorrhea, gynecomastia, false positive pregnancy tests, 
photosensitivity, itching, erythema, urticaria, eczema up to exfoliative dermatitis, asthma, 
laryngeal edema, angioneurotic edema, anaphylactoid reactions, peripheral edema; reversed 
epinephrine effect; hyperpyrexia; mild fever after large I.M. doses; increased appetite; in- 
creased weight; a systemic lupus erythematosus-like syndrome; pigmentary retinopathy; with 
prolonged administration of substantial doses, skin pigmentation, epithelial keratopathy, and 
lenticular and corneal deposits; neuroleptic malignant syndrome, which may be fatal; EKG 
changes— particularly nonspecific, usually reversible Q and T wave distortions—have been 
observed. Temporary nausea, vomiting, dizziness, and tremulousness may follow abrupt 
cessation of high-dose therapy. NOTE: Sudden death in patients taking phenothiazines 
(apparently due to cardiac arrest or asphyxia due to failure of cough reflex) has been reported. 
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syrel Dividose 


ne HCl) 


rochloride) is an antidepressant chemically unrelated to tricyclic, 
antidepressant agents. It is a triazolopyridine derivative designated 
1-piperazinyl]propy/]-1,2,4-triazolo[4,3-a]pyridin-3(2H)-one hydro- 
vhite odorless crystalline powder which is freely soluble in water. Its 
3. The empirical formula is CygHo9CINGOeHCl and the structural 
as follows: 


M—CH; —CH; —CH; —N N «HCI 


O CI 


oral administration in 50 mg, 100 mg, 150 mg, and 300 mg tablets. 

, Contain the following inactive ingredients: dibasic calcium phos- 
rystalline cellulose, ethylcellulose, FD&C Yellow No. 6 (aluminum lake), 
arate, povidone, sodium starch glycolate, and starch (corn). 


mg, contain the following inactive ingredients: dibasic calcium phos- 
‘ocrystalline cellulose, ethylcellulose, lactose, magnesium stearate, povi- 
glycolate, and starch (corn). ` 
0 mg, contain the following inactive ingredients: microcrystalline cellu- 
5. 6 (aluminum lake), magnesium stearate, pregelatinized starch, and 


0 mg, contain the following inactive ingredients: microcrystalline cellu- 
de, magnesium stearate, sodium starch glycolate, pregelatinized starch, 


OLOGY 

:SYREL's antidepressant action in man is not fully understood. In animals, 
inhibits serotonin uptake by brain synaptosomes and potentiates the 

yduced by the serotonin precursor, 5-hydroxytryptophan. Cardiac conduc- 

XEL in the anesthetized dog are qualitatively dissimilar and quantitatively 

| those seen with tricyclic antidepressants. DESYREL is not a monoamine 

unlike amphetamine-type drugs, does not stimulate the central nervous 


Il absorbed after oral administration without selective localization in any 

is taken shortly after ingestion of food, there may be an increase in the 

_ a decrease in maximum concentration and a lengthening in the time 

itration. Peak plasma levels occur approximately one hour after dosing 

e on an empty stomach or two hours after dosing when taken with food. 

L is biphasic, consisting of an initial phase (half-life 3-6 hours) followed 

alf-life 5-9 hours), and is unaffected by the presence or absence of food. 

of DESYREL from the body is sufficiently variable, in some patients 
ulate in the plasma. 


responded to DESYREL, one-third of the inpatients and one-half of the 
ificant therapeutic response by the end of the first week of treatment. 
ponders demonstrated a significant therapeutic effect by the end of the 
n of responders required 2-4 weeks for a significant therapeutic re- 


JSAGE 

id for the treatment of depression. The efficacy of DESYREL has been 
h inpatient and outpatient settings and for depressed patients with and 
wiety. The depressive illness of patients studied corresponds to the Major 
riteria of the American Psychiatric Association's Diagnostic and Statistical 


isode implies a prominent and relatively persistent (nearly every day for at 
yressed or dysphoric mood that usually interferes with daily functioning, 
four of the following eight symptoms: change in appetite, change in sleep, 
)n or retardation, loss of interest in usual activities or decrease in sexual 
gability, feelings of guilt or worthlessness, slowed thinking or impaired 
suicidal ideation or attempts. 


4$ 
ndicated in patients hypersensitive to DESYREL. 


‘EEN ASSOCIATED WITH THE OCCURRENCE OF PRIAPISM. IN APPROXI- 

S REPORTED, SURGICAL INTERVENTION WAS REQUIRED AND, IN A 

S. PERMANENT IMPAIRMENT OF ERECTILE FUNCTION OR IMPO- 

MALE PATIENTS WITH PROLONGED OR INAPPROPRIATE ERECTIONS 
LY DISCONTINUE THE DRUG AND CONSULT THEIR PHYSICIAN. 


id persist, promptly contact Bristol-Myers USPG Medical Services Depart- 
1 or 812/429-5000). 


of priapism and drug-induced penile erections by the intracavernosal injec- 
nergic stimulants such as epinephrine and metaraminol has been re- 
case of priapism (of some 12-24 hours’ duration) in a DESYREL-treated 
e intracavernosal injection of epinephrine was accomplished, prompt detu- 
j with return of normal erectile activity. 


wid be performed under the supervision of a urologist or a physician familiar 
land should not be initiated without urologic consultation if the priapism has 
than 24 hours. 


ne hydrochloride) is not recommended for use during the initial recovery 
al infarction. 


used when administering DESYREL to patients with cardiac disease, and 
ld be closely monitored, since antidepressant druns (including DESYREL) 
led with the occurrence of cardiac arrhythmias. Recent clinical studies in 
xisting cardiac disease indicate that DESYREL may be arrhythmogenic in 
hat population. mias identified include isolated PVCs, ventricular 
io patients short episodes (3-4 beats) of ventricular tachycardia. 


suicide in seriously depressed patients is inherent in the illness and may 
cant remission occurs. Therefore, prescriptions should be written for the 
f tablets consistent with good patient management. 


ding orthostatic hypotension and syncope, has been reported to occur in 
DESYREL. Concomitant administration of antihypertensive therapy with 
uire a reduction in the dose of the antihypertensive drug. 


out the interaction between DESYREL and general anesthetics; therefore, 
irgery, DESYREL should be discontinued for as long as clinically feasible. 
ressants, the use of DESYREL should be based on the consideration of the 
expected benefits of therapy outweigh potential risk factors. 
tients: 
has been reported to occur in patients receiving DESYREL, patients with 
ropriate penile erection should immediately discontinue the drug and consult 
(see WARNINGS). 
ay impair the mental and/or physical ability required for the performance of 
s tasks, such as operating an automobile or machinery; the patient should 
gly. 
a the response to alcohol, barbiturates, and other CNS depressants. 


' shortly after a meal or light snack. Within any individual patient, total 
p to 20% higher when the drug is taken with food rather than on an 
nf dizziness/linhtheadedness mav increase under fasting conditions. 


Laboratory Tests: 

Occasional low white blood cell and neutrophil counts have been noted in patients receiving 
DESYREL® (trazodone hydrochloride). These were not considered clinically significant and did 
not necessitate discontinuation of the drug; however, the drug should be discontinued in any 
patient whose white blood cell count or absolute neutrophil count falls below normal levels. 
White blood cell and differential counts are recommended for patients who develop fever and 
sore throat (or other signs of infection) during therapy. 


Drug Interactions: 
Increased serum digoxin or phenytoin levels have been reported to occur in patients receiving 
DESYREL concurrently with either of those two drugs. 


It is not known whether interactions will occur between monoamine oxidase (MAO) inhibitors 
and DESYREL. Due to the absence of clinical experience, if MAO inhibitors are discontinued 
shortly before or are to be given concomitantly with DESYREL, therapy should be initiated 
cautiously with gradual increase in dosage until optimum response is achieved. 


Therapeutic Interactions: 
Concurrent administration with electroshock therapy should be avoided because of the absence 
of experience in this area. 


There have been reports of increased and decreased prothrombin time occurring in Couma- 
dinized patients who take DESYREL . 


Carcinogenesis, Mutagenesis, Impairment of Fertility: 

No drug- or dose-related occurrence of carcinogenesis was evident in rats receiving DESYREL 
in Gaily oral doses up to 300 mg/kg for 18 months. 

Pregnancy Category C: 

DESYREL has been shown to cause increased fetal resorption and other adverse effects on the 
fetus in two studies using the rat when given at dose levels approximately 30-50 times the 
proposed maximum human dose. There was also an increase in congenital anomalies in one of 
three rabbit studies at approximately 15-50 times the maximum human dose. There are no 
adequate and well-controlled studies in pregnant women. DESYREL should be used during 
pregnancy only if the potential benefit justifies the potential risk to the fetus. 


Nursing Mothers: 

DESYREL and/or its metabolites have been found in the milk of lactating rats, suggesting that 
the drug may be secreted in human milk. Caution should be exercised when DESYREL is 
administered to a nursing woman. 


Pediatric Use: 
Safety and effectiveness in children below the age of 18 have not been established. 


ADVERSE REACTIONS 

Because the frequency of adverse drug effects is affected by diverse factors (e.g., drug dose, 
method of detection, physician judgment, disease under treatment, etc.) a single meaningful 
estimate of adverse event incidence is difficult to obtain. This problem is illustrated by the 
variation in adverse event incidence observed and reported from the inpatients and outpatients 
treated with DESYREL. It is impossible to determine precisely what accounts for the differ- 
ences observed. 


Clinical Trial Reports: 

The table below is presented solely to indicate the relative frequency of adverse events reported 
in representative controlled clinical studies conducted to evaluate the safety and efficacy of 
DESYREL 


The figures cited cannot be used to predict precisely the incidence of untoward events in the 
course of usual medical practice where patient characteristics and other factors often differ 
from those which prevailed in the clinical trials. These incidence figures, also, cannot be 
compared with those obtained from other clinical studies involving related drug products and 
placebo as each group of drug trials is conducted under a different set of conditions. 
Treatment-Emergent 
Symptom Incidence 


Inpts. Outpts. 


Number of Patients 142 95 157 158 
% of Patients 

Reporting 
Allergic 

Skin Condition/Edema 2.8 


Autonomic 
Blurred Vision 6.3 
Constipation 7.0 $ ' 
Dry Mouth 14.8 8.4 33.8 20.3 


Cardiovascular 
Hypertension 
Hypotension 
Shortness of Breath 
Syncope 
Tachycardia/Palpitations 


CNS 
Anger/Hostility 
Confusion 
Decreased Concentration 
Disorientation 
Dizziness/Lightheadedness 
Drowsiness 
Excitement 
Fatigue 
Headache 
Insomnia 
Impaired Memory 
Nervousness 


Gastrointestinal 
Abdominal/Gastric Disorder 
Bad Taste in Mouth 
Diarrhea 
Nausea/Vomiting 


Musculoskeletal 
Musculoskeletal Aches/Pains 5.6 32 5.1 2.5 


Neurological 
Incoordination 4.9 
Paresthesia 1.4 
Tremors 2.8 
Sexual Function 
Decreased Libido j 1.1 1.3 


Other 
Decreased Appetite 3.5 
Eyes Red/Tired/Itching 2.8 
Head Full-Heavy 2.8 
2.8 
2.8 
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Malaise 

Nasal/Sinus Congestion 

Nightmares/Vivid Dreams 

Sweating/Clamminess 1.4 

Tinnitus 14 
1.4 
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Weight Gain 
Weight Loss 
* Incidence less than 1%. 
D = DESYREL P = Placebo 
Occasional sinus bradycardia has occurred in long-term studies. 
In addition to the relatively common (i.e., greater than 1%) untoward events enumerated 
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above, the following adverse events have been reported to occur in association with the use of 
DESYREL® (trazodone hydrochloride) in the controlled clinical studies: akathisia, allergic reac- 
tion, anemia, chest pain, delayed urine flow, early menses, flatulence, hallucinations/delusions, 
hematuria, hypersalivation, hypomania, impaired speech, impotence, increased appetite, in- 
creased libido, increased urinary frequency, missed periods, muscle twitches, numbness, and 
retrograde ejaculation. 

Postintroduction Reports: 

Although the following adverse reactions have been reported in DESYREL users, the causal 
association has neither been confirmed nor refuted. 


Voluntary reports received since market introduction include the following: agitation, alopecia, 
apnea, ataxia, breast enlargement or engorgement, diplopia, edema, extrapyramidal symp- 
toms, grand mal seizures, hallucinations, hemolytic anemia, hyperbilirubinemia, leukonychia, 
jaundice, lactation, liver enzyme alterations, methemoglobinemia, nausea/vomiting (most fre- 
quently), paresthesia, priapism (See WARNINGS and PRECAUTIONS, Information for Patients; 
some patients have required surgical intervention), pruritis, psychosis, rash, stupor, inappro- 
priate ADH syndrome, tardive dyskinesia, unexplained death, urinary incontinence, urinary 
retention, urticaria, vasodilation, vertigo and weakness. 


Cardiovascular system effects which have been reported include the following: conduction 
block, orthostatic hypotension and syncope, palpitations, bradycardia, atrial fibrillation, myo- 
cardial infarction, cardiac arrest, arrhythmia, and ventricular ectopic activity, including ventric- 
ular tachycardia (see WARNINGS). 


OVERDOSE 

Animal Oral LOs 

The oral LDso of the drug is 610 mg/kg in mice, 486 mg/kg in rats, and 560 mg/kg in rabbits. 
Signs and Symptoms: 

Death from overdose has occurred in patients ingesting DESYREL (trazodone hydrochloride) 
and other drugs concurrently (namely, alcohol; alcohol + chloral hydrate + diazepam; amo- 
barbital; chlordiazepoxide; or meprobamate). 


The most severe reactions reported to have occurred with overdose of DESYREL alone have 
been priapism, respiratory arrest, seizures, and EKG changes. The reactions reported most 
frequently have been drowsiness and vomiting. Overdosage may cause an increase in incidence 
or severity of any of the reported adverse reactions (see ADVERSE REACTIONS). 
Treatment: 

There is no specific antidote for DESYREL. Treatment should be symptomatic and supportive in 
the case of hypotension or excessive sedation. Any patient suspected of having taken an 
overdose should have the stomach emptied by gastric lavage. Forced diuresis may be useful in 
facilitating elimination of the drug. 


DOSAGE AND ADMINISTRATION 

The dosage should be initiated at a low level and increased gradually, noting the clinical 
response and any evidence of intolerance. Occurrence of drowsiness may require the adminis- 
tration of a major portion of the daily dose at bedtime or a reduction of dosage. DESYREL 
should be taken shortly after a meal or light snack. Symptomatic relief may be seen during the 
first week, with optimal antidepressant effects typically evident within two weeks. Twenty-five 
percent of those who respond to DESYREL require more than two weeks (up to four weeks) of 
drug administration. 

Usual Adult Dosage: 

An initial dose of 150 mg/day in divided doses is suggested. The dose may be increased by 50 
mg/day every three to four days. The maximum dose for outpatients usually should not exceed 
400 mg/day in divided doses. Inpatients (i.e., more severely depressed patients) may be given 
up to but not in excess of 600 mg/day in divided doses. 


Maintenance: 

Dosage during prolonged maintenance therapy should be kept at the lowest effective level. 
Once an adequate response has been achieved, dosage may be gradually reduced, with 
subsequent adjustment depending on therapeutic response. 

Although there has been no systematic evaluation of the efficacy of DESYREL beyond six 
weeks, it is generally recommended that a course of antidepressant drug treatment should be 
continued for several months. 


HOW SUPPLIED 

DESYREL (trazodone hydrochloride) 

Tablets, 50 mg — round, orange/scored, film-sealed (imprinted with DESYREL and MJ 775) 
NDC 0087-0775-41 Bottles of 100 
NDC 0087-0775-43 Bottles of 1000 
NDC 0087-0775-42 Cartons of 100 Unit Doses 


Tablets, 100 mg — round, white/scored, film-sealed (imprinted with DESYREL and MJ 776) 


NDC 0087-0776-41 Bottles of 100 i. 
NDC 0087-0776-43 Bottles of 1000 
NOC 0087-0776-42 Cartons of 100 Unit Doses 


Tablets, 150 mg — orange, in the Dividose® tablet design (imprinted with MJ and 778 on front; 
"50," "50," "50" on reverse) 


NDC 0087-0778-43 Bottles of 100 
NDC 0087-0778-44 Bottles of 500 


Tablets, 300 mg — yellow, in the Dividose* tablet design (imprinted with MJ and 796 on front; 
'*100;' '100;' "100" on reverse) 
NDC 0087-0796-41 Bottles of 100 


U.S. Patent No. 4,215,104 


Store at room temperature. Protect from temperatures above 104°F (40°C). 
Dispense in tight, light-resistant container (USP) 


REFERENCES 

a. Williams JBW, Ed: Diagnostic and Statistical Manual of Mental Disorders-lll, American 
Psychiatric Association May, 1980. 

b. Brindley GS: New treatment for priapism, Lancet, July 28, 1984, ii:220. 

c. Goldstein |, et al: Pharmacologic detumescence: The alternative to surgical shunting, J 
Urology 1986;135 (4:PE1I):308A. 

d. Brindley GS: Pilot experiments on the actions of drugs injected into the human corpus 
cavernosum penis, Br J Pharmacol, 1986;87:495-500. 

e. Padma-Nathan H, et al: Treatment of prolonged or priapistic erections following intracaverno- 
sal papaverine therapy, Semin Urol 1986;4(4):236-238. 

f. Lue TF, et al: Priapism: A refined approach to diagnosis and treatment, J Urology 
1986; 136:104-110. 

g. Fabre LF, Feighner JP: Long-term therapy for depression with trazodone, J Clin Psychiatry 
1983; 44(1):17-21. 


pem iy 


cy” m LE X. , 
Mead Dnem > 


PHARMACEUTICALS à 
w 


ANA A — te Squibb Company 
WAY Evansville, Indiana 47721 
U.S.A. 


When . 
Insomnia 
Complicates 
Depression 


Consider 


Desyrel Dividose’ 
(trazodone HCl) 


Helps relieve insomnia symptoms 
associated with depression 
and treats the depression 


Unique 300 mg and 150 mg 
Dividose tablets make daily 
dosing flexible and easy. 
Maximum dosage is 400 mg/d 
in divided doses for outpatients 
and 600 mg/d in divided doses 
for inpatients. Initial therapy is 
150 mg/d of Desyrel Dividose in 
divided doses. 
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AN Evansville, Indiana 47721 


Please see prescribing information on following page. 
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